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ANDA 76-582

Bedford Laboratories
Attention: Mclly L. Rapp
300 Northfield Road
Bedford, OH 44146

Dear Madam:

This is in reference to your abbreviated new drug
application (ANDA) dated December 18, 2002, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and
Cosmetic Act (the Act), for Fenoldopam Mesylate Injection
USP, 10 mg (base)/mL, packaged in 10 mg (base)/l1 mL and
20 mg (base)/2 mL single-dose vials.

Reference is also made to the Approvable letter issued by
this office on April 20, 2004, and to your amendments dated
July 9, July 27, and August 12, 2004.

The listed drug (RLD) referenced in your application,
Corlopam Injection of Hospira Laboratories (Hospira), is
subject to a period of exclusivity. As noted in the
Agency’s publication entitled Approved Drug Products with
Therapeutic Egquivalence Evaluations, the “Orange Book”,
Hospira's exclusivity with respect to pediatric labeling
providing for the use of Corlopam Injection in a pediatric
population, (I-422), is scheduled to expire on April 1,
2007. Section 11 of the Best Pharmaceuticals for Children
Act (BPCA), signed into law in January 2002, allows certain
portions of Hospira's labeling which is the subject of
pediatric exclusivity protection to be omitted from the
labeling of products approved under Section 505(j) of the
Act. The BPCA alsoc permits the addition of language to the
labeling of products approved under Section 505(j) that
informs health care practitioners that Hospira’s drug
product has been approved for pediatric use. The Agency
has determined that the final printed labeling you have
submitted is in compliance with the BPCA with respect to
pediatric use protected by exclusivity.




We have completed the review of this abbreviated applicatioen
and have concluded that the drug is safe and effective for
uge as recommended in the submitted labeling. Accordingly,
the application is approved. The Division of Bioequivalence
has determined your Fencldopam Mesylate Injection USP,

10 mg (base)/mL, to be biocequivalent and, therefore,
therapeutically equivalent to the listed drug {Cor]opam
Injection, 10 mg (base)/mL, of Hospira Laboratories).

Under Section 506A of the Act, certain changes in the
conditions described in this abbreviated application
require an approved supplemental application before the
change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98.
The Office of Generic Drugs should be advised of any change
in the marketing status of this drug.

Promot ional materials may be submitted to FDA for comment
prior to publication or dissemination. Please note that
these submissions are voluntary. If you desire comments on
proposed launch promotional materials with respect to
compliance with applicable regulatory requirements, we
recommend you submit, in draft or mock-up form, two ccpies
of both the promotional materials and package insert (s)
directly to:

Food and Drug Administration

Division of Drug Marketing, Advertising, and Communications,
HFD-42

5600 Fishers Lane

Rockville, MD 20857

We call your attention to 21 CFR 314.81(b) (3) which
requires that materials for any subsequent advertising or
promotional campaign be submitted to our Division of Drug
Marketing, Advertising, and Communicaticns (HFD-40) with a
completed Form FDA 2253 at the time of their initial y

Office of Generic Drugs
Center for Drug Evaluation and Resea
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10 mg/mL
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NDC 55390-071-01
1 mL Single-Dose Vial

FENOLDOPAM

MESYLATE INJECTION USP

.10 mg/mL

DILUTE PRIORTO
IV INFUSION

Rx ONLY

Each mL contains, in
aqueous solution,
fenoldopam mesylate
equivalent to fenoldopam
10 myg; sodium metabisul-
fite 1 mg; citric acid

3.44 mg; sodium citrate
0.61 mg; propylene glycol
518 mg; pH range of
2810 38.

Manufactured for:
Bedford Laboratories™
Bedford, OH 44146

Manufactured by:
Ben Venue Labs, Inc.
Bedford, OH 44146
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NDC 55390-071-01 Usual Dosage: See NDC 55390-071-01 Usual Dosage: See

1 mL Single-Dose Vial  package insert. 1 mL Singie-Dose Vial package Insert.
Warning: Dilute before Warning: Dilute befors
FENOLDOPAM  smmiete ooctr FENOLDOPAM  adminietsring: nspect
MESYLATE INJECTION USP  visualiy for particulate MESYLATE INJECTIONUSP  visually for particulate
matter, matter.
Stm-a at 20 fﬂ 30°C. StOfB at 2. fD SO'C.
10 mQ’mL Discard unused portion. 10 mg!mt' Discard unused portion.
DILUTE PRIOR TO DILUTE PRIOR TO
IV INFUSION IV INFUSION
Rx ONLY Ax ONLY
55390-071-01 ° * 55390-071-01 °
LoT LoT
EXP EXP
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NDC 55390-072-01 Usual Dosage: See
2 mL Single-Dose Vial  package insert.
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warning: Dilute before
FENOLDOPAM  administering. Inspect

MESYLATE INJECTION Usp  visually for particulate
——  M2HET.

Store at 2° to 30°C.
Discard unusad portion.
{1C mg/mL)
DILUTE PRIOR TO
IV INFUSION
Rx ONLY
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NDC 55390-072-01 Each mL contains, in
2 mL Single-Dose Vial aqueous solution,
fencldopam mesylate
equivalent to fencldopam
FENOLDOPAM 10 mg; sodium metabisul-
MESYLATE IJECTIONUSE 504 a0 coprns

EEESsssmmsmmmmm——s 061 mg; propyiene glycol

518 mg; pH range of
- 281038,
Manufactured for:
DIL&Z’:’:’;‘E‘; i Bedford Laboratorias™
IV INFUSION Bk OB 4G
Rx ONLY Manufactured by:
m Ben Venue Labs, Inc.
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FENOLDOPAM MESYLATE INJECTION USP
Rx ONLY
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76582

LABELING REVIEWS




APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number:

Date of Submission:
Applicant's Name:
Established Name:

76-582

August 12, 2004
Bedford Laboratories
Fenoldopam Mesylate Injection USP, 10 mg/imL

APPROVAL SUMMARY
1. Do you have 12 Final Printed Labels and Labeling? Yes

2. CONTAINER - 1 mL and 2 mL single-dose vials
Satisfactory in final print as of the August 12, 2004 submission

{See blue jacket volume 3.1)

3. CARTON

Satisfactory in final print as of the August 12, 2004 submission.

{See blue jacket volume 3.1)

™~

PACKAGE INSERT
Satisfactory in final print as of the August 12, 2004 submission.

(See blue jacket volume 3.1)
5. Revisions needed post-approval: None

6. Patent Data:

Patent Data —- NDA 19-922

Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
None There are no unexpired patents for this N/A None
product in the Orange Book Database.
Exclusivity Data— NDA 19-922

Code Reference Expiration | Labeling Impact

I-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) A/1107 Carved Out and

REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substituted with

Pediatric

Division/New Drug
Division and OGD

recommended

statements
BASIS OF APPROVAL.:

Was this approval based upon a petition? No
What is the RLD on the 35€{i1) form: Corlopam® Injection
NDA Number: 19-922
NDA Drug Name: Corlopam® Injectfon

NDA Firm: Abbott Laboratories; N 19-922/SE-005; Approved Aprit 1, 2004

Date of Approval of NDA Insert and supplement: Approved April 1, 2004, N 19-922/SE-005
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed drug,
Corlopam® Injection.

kkkkhkhkkhkrbhk FTRST GENERIC #**khkddkhkihkbkrhdhbhahkhbhrhrrnthhadrdhs

FOR THE RECORD:
1. The labeling submitied by the firm was based on the most recently approved labeling for this drug

product. Labeling was recently approved on April 1, 2004 for the RLD.

2. Patent/ Exclusivities:
Patent Data — NDA 19-922

Patent Ro.

Patent Expiration

Use Code

Description

How Filed

Lahaling Impact

None There are no unexpired patenis for this
product in the Orange Book Database.

NIA

None




Exclusivity Data— NDA 19-922

Code Reference Expiration | Labeling Impact
1-422 INDICATED FOR THE IN-HOSPITAL SHORT-TERM (UP TO 4 HOURS) 41107 Carved Out and
REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS substifuted with
Pediatric
Division/New Drug
Division and OGD

slatements

3. Slorage/Dispensing Conditions:
NDA: Store at 2° to 30°C.

ANDA: Store at 2° to 30°C. Discard unused portion —

4. Product Line:
The innovator markets their product in two ampule sizes. 1 mL and 2 mL ampules utilizing the
concentration of 10mg/mL.

The applicant proposes to market their product in 1 mL and 2 mL vials utilizing the 10 mg/mL
concentration as well.

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be
consistent with the listing of inactive ingredients found in the statement of components appearing on
page 66, Vol A. 1.1.

6. Container/Closure(See page 0595 in Vol. A.. 1.2)
Containers: Type 1 glass container
Closure:BVL stopper with flip-off seal

7. All manufacturing will be done by Ben Venue Laboratories for Bedford Laboratories, Inc. (See pg.
00112in vol. A. 1.1)

Date of Review. 8/25/04 Date of Submission: 8/12/04
Primary Reviewer: Jim Barlow ate:

Team Leader: John Grage

cCt

DUP/DIVISION FILE

HFD-613/JBarlow/JGrace (no cc)
VAFIRMSAM\BEDFORD\L TRS&REV\76582ap.s.doc
Review



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-582

Date of Submission: March 19, 2004

Applicant's Name: Bedford Laboratories

Established Name:  Fenoldopam Mesylate Injection USP, 10 mg/mL

Labeling Deficiencies:

GENERAL COMMENTS -

On April 1, 2004, New Patient Population [abeling was approved for the RLD, Corlopam®

(NDA 19-922/SE-005). The Agency defers comments at this time, but will advise your firm of the new
labeling language after further review.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference-listed drug. In order to keep your ANDA current, we suggest that you subscribe to the daily
or weekly updates of new documents posted on the CDER web site at the following address -

hitp:/mww.fda.gov/cder/cdernew/listserv.htmi

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

/ QR / /
Wm. Peter Rickman ,

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research


http://www.fda.gov/cder/cdernew/listserv.html

REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name : Yes No N.A

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 24 X

Is this name different than that used in the Orange Book? X
if not USP, has the product name been proposed In the PF? X
Error Prevention Analysis .

Has the firm proposed a proprietary name? If yes, complete this subsection. X
Do you find the name objectionable? List reasons In FTR, if so. Consider: Misleading? Sounds X
or looks like another name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were X
the recommendations? If the name was unacceptable, has the firm been notifled?
Packaging
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, X
describe In FTR.
Is this package size mismatched with the recommended dosage? If yes, the Poison Preventlon X
Act may require a CRC.
Does the package proposed have any safety and/or regulatory concerns? X

X
If IV product packaged In syringe, could there be adverse patlent outcome if given by direct IV
injection?
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?
is the strength and/or concentration of the product unsupported by the Insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X
individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive X
product which might require cartoning? Must the package insert accompany the product?
Are there any other safety concerns? X
Labellng e
Is the name of the drug unclear in print or lacking In prominence? (Name should be the most X
prominent Information on the label).
Has applicant falled to clearly differentiate multiple product strengths? : X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Labaling{continued) Yes No | NA
Does RLD make special differentiation for this label? (l.e., Pediatric strength vs Aduit; Oral X

Solution vs Concentrate, Warning Statements that might be In red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels X
and labeling? Is "Jolntly Manufactured by...", statement needed?




Fallure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibliity or stability claims which appear in the
insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) In the FTR

Is the scoring conflguration different than the RLD?

Has the firm failed to describe the scoring In the HOW SUPPLIED sectlon? X

Inactive Ingredients: (FTR: List page # in application where Inactives are listed)

Does the product contain aleohol? if so, has the accuracy of the statement been conflrmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticlpated from inactives (i.e., benzyl alcohol In neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the cmnposlﬂm statement?

Has the term "other ingredients™ been used to protect a trade secret? I so, Is claim supported?

MK oI [ > | X | X | x

Fallure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Fallure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X

Failure to list dyes in imprinting inks? (Coloring agents e.g., Iron oxides need not be listed) X

USP Issues; (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do contalner recommendations fall to meet or exceed USP/NDA recommendations? If so, are
the recommendations supported and Is the difference acceptable?

Does USP have labeling recommendaticns? if any, does ANDA meet them? X

Is the product light sensitive? If so, is NDA and/or ANDA In a light resistant container? X

Faliure of DESCRIPTION to meet USP Description and Solubility Information? If so, USP
Information should be used. However, only Include solvents appearing in Innovator labeling.

Bioequivalence Issues: {Compare bioequivalency values: insert to study. List Cmax, Tmax, T
1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities,
etc. or If none, please state.

kkkkhkhhkrwdeww PTRST GENERTC *hdhdddkkhhddwhhhdhhhkrhddhdhherkihbdhs

FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. Labeling was recently approved on April 1, 2004 for the RLD. The Agency will advise the firm
at a later date.

2. Patent/ Excluslvities:




Patent Data — NDA 19-922

Patent No. Patent Expiration | Use Code Description HowFlled | Labeling Impact
None There are no unexpired patents for this N/A None
product in the Orange Book Dalabase.

Exclusivity Data— NDA 198-922
Code Reference Explration | Labeling Impact
1422 Pending in Crange Book (NPP information) 411107 Carved Out

3. Storage/Dispensing Conditions:
NDA: Store at 2° to 30°C.
ANDA: Store at 2° to 30°C. Discard unused portion

4, Product Line:
The innovator markets their product in two ampule sizes. 1 mL and 2 mL ampules utilizing the
concentration of 10mg/mL.

The applicant proposes to market their product in 1 mL and 2 mL vials utilizing the 10 mg/mL
concentration as well.

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be

(b) (4)

consistent with the listing of inactive ingredients found in the statement of components appearing on

page 66, Vol. A. 1.1.

6. Container/Closure(See page 0595 in Vol. A.. 1.2)
Containers: Type 1 glass container
Closure:BVL stopper with flip-off seal

7. All manufacturing will be done by Ben Venue Laboratories for Bedford Laboratories, inc. (See pg.
00112 in vol. A. 1.1)

Date of Review: 4/21/04 / Date of Submission: 3/19/04
Primary Reviewer: Jim Barl Date: a\ﬁh\\

Team Leader: John Grace
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DUP/DIVISION FILE )]
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-582

Date of Submission: December 18, 2002

Applicant's Name: Bedford Laboratories

Established Name:  Fencldopam Mesylate Injection USP, 10 mg/mL

Labeling Deficiencies:
1. CONTAINER -1 mL and 2 mL single-dose vials
a. Front Panel: Revise your expression of strength format to be the same as the RLD. The RLD has

expressed the total drug contents and the concentration with the total drug contents in the color
differentiation boxes as follows -

| 20 mg
{10 mg/mL)
AND

(10 mg/mL)

b. Relocate the “ Dilute before administration” statement directly beneath the expression of strength
on the front panel of the label -

(> mg/mL)

DILUTE BEFORE ADMINISTRATION
Rx only

c. Side panel;, We encourage you to revise to read as follows -

xx mL single-dose vial

d. Side panel; Please revise to include the statement “Discard unused portion” on your labels.

2. CARTON
a. 10 mg/mL (1 mL vial); Front panel -

We encourage you to revise to read as follows -
1 mL single-dose vial
b. 20 mg vial (2 mL vial); Front panel -
We encourage you to revise to read as follows -

2 mL single-dose vial



¢. See comments 1.(a.) and 1.(d.) listed above for requested revisions.

3. PACKAGE INSERT

a.

DESCRIPTION :
Revise your molecular weight to read “401.87" to be in accord with the USP.

INDICATIONS AND USAGE
Fenoldopam mesylate injection...

PRECAUTIONS
Revise subsection fitle to read as follows ~ [Delete “Teratogenic Effects”]

Pregnancy: Pregnancy Category B.

DOSAGE AND ADMINISTRATION

i Substitute “fenoldopam mesylate” throughout the text with “fenoldopam mesylate injection”
ii. Fifth paragraph; second sentence -

Oral antihypertensive agents can...

Please revise your labels and labeling, as instructed above, and submit in final print or draft if you prefer.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes-hitp://www.fda.gov/cder/ogd/rid/tabeling_review_branch.htrnl

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

(4 o%aﬁ/

Peter Rickman
ctor
ivision of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name : Yes ' | No | MA

Different name than on acceptance to file letter? X

Is this product a USP Hem? If so, USP supplement in which verification was assured. USP 24 X

Is this name different than that used In the Orange Book? X

If not USP, has the product name baen proposed In the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? K yes, complete this subsection. X

Do you find the name objectionable? List reasons in FTR, If s0. Conslder: Misleading? Sounds X
or looks llke ancther name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenciature Committee? If so, what were X
the recommendations? If the name was unaccaptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? [fyes, X
describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Polson Prevention X
Act may require a CRC.

Does the package proposed have any safety andfor regulatory concerns? X

if IV product packaged in syringe, could there be adverse patient outcome if given by direct IV
injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength andfor concentration of the product umsupported by the Insert labeling? X

Is the color of the contalnar {i.e. the color of the cap of a mydriatic ophthalmic) or cap Incorrect? ; X

indgividual cartans required? lssues for FTR: Innovator individually carfoned? Light sensitive X
product which might require cartoning? Must the package insert accompany the product?

Are there any other safety concerns? X

Labeling gl

Is the name of the drug unclear in print or lacking In prominence? {Name should be the most X
prominent Information on the label).

Has applicant failed to clearly differentlate multiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Labeling(continued) Yos | Mo | ma
Doeg RLD make special differentiation for this label? (l.e., Padlatric strength vs Aduit; Oral X

Solution vs Concentrate, Warning Statements that might be In red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely Inconsistent between labels X
and labeling? Is “Jointly Manufactured by...", statement needed?

Fallurs to describe solid oral dosage form identifying markings In HOW SUPPLIED? X




Has the firm falled to adequately support compatibiity or stability claims which appear in the
ingert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) In the FTR

Is the scoring configuration different than the RLD?

Has the firm falled to describe the scoring In the HOW SUPPLIED section?

inactive Ingredients: (FTR: List page # in application where Inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been conflrmed?

Do any of the Inactives differ in concentration for this route of administration?

Any adverse effects anticipated from Inactives (l.e., benzyl alcohol In neonates)?

Is there a discrepancy In Inactives between DESCRIPTION and the compaosition statement?

Has the term "other Ingredients” been used {o protect a trade secret? if so, Is clalm supported?

EC I T O O

Faliure to list the coloring agents If the composition statement lists e.g., Opacode, Opaspray?

Fallure to list gelatin, coloring agents, antimicroblals for capsules In DESCRIPTION?

Failure to list dyes In Imprinting inks? (Coloring agents e.g., iron oxides need not be listed) - X

USP lssues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fall to meet or exceed USP/NDA recommendations? If so, are
the recommendations supported and Is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? X

Is the product light sensifive? if so, Is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubllity Information? K so, USP
information should be used, However, only include solvents appearing In innovator labeling.

Bloegquivalence Issues: {Compare bloequivalency values: insert to study. List Cmax, Tmax, T [
1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? if so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modifled? If so, briefly detall where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity. List expiration date for all pateris, exclusivities,
ete. or if none, please state.

kkkkkkhkitthkd PIRST GENERIC #Fddd kR X kAR I T AR A Ak dd bk kb ddsd

FOR THE RECORD:
1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product, Labeling was recently approved on December 15, 1997 for the RLD,

2. Patent! Exclusivities:
Patent Data— NDA 19-8522

Patent No, Patent Expiration | Use Code Description HowFlled | Labeling Impact
None None There are no unexpired patents for this N/A None
product in the Orange Book Database.




Exclusivity Data— NDA 19-922

Code

Reference

Expiration

Labeling Impact

Nong

There is no unexpired exclusivity for this product in the Orange Book Database,

NA -

Nore

3. Storage/Dispensing Conditions:
NDA: Store at 2° to 30°C.
ANDA: Store at 2° to 30°C.

4. Product Line:
The innovator markets their product in two ampule sizes. 1 ml. and 2 mL ampules utilizing the
concentration of 10mg/mL.

(b} (4)

The applicant proposes to market their product in 1 mL and 2 mL vials utilizing the 10 mg/mL
concentration as well.

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be

consistent with the listing of inactive ingredients found in the statement of components appearing on

page 66, Vol. A. 1.1,

6. Container/Closure{See page 0595 in Vol. A.. 1.2)
Containers: Type 1 glass container
Closure:BVL stopper with flip-off seal

7. All manufacturing will be done by Ben Venue Laboratories for Bedford Laboratories, Inc. (See pg.
00112 in vol. A. 1.1)

Date of Review: 2/21/03

Date of Submtission: 12/18/02

Primary Reviewer: Jim Barloy ___Date: T ,,-:s

Team Leader: John Grace Date:

ﬁ feun Qlau /p,,w

ANDA: 76-582 V
DUP/DIVISION FIVE

HFD-813/JBarlow/JGrace {no cc)
VI\FIRMSAM\BEDFORD\LTRS&REV\76582na1.l.doc
Review '




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76582

CHEMISTRY REVIEWS




BRI camvisTRY REVIEW

ANDA 76-582

Fenoldopam Mesylate Injection, USP
10 mg/mL, 1 mL and 2 mL vials

Bedford Laboratories

Bing Cai, Ph.D
Chemistry Division [, OGD
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 76-582
2. REVIEW #: 4

REVIEW DATE: August 10, 2004
August 26, 2004

4. REVIEWER: Bing Cai, Ph.D.
5. PREVIOUS DOCUMENTS:

Submission(s) Reviewed
Bedford

Original Submission
Amendment |

Amendment

Amendment

Amendment (microbiology)
Amendment (Labeling)
Amendment (Labeling)

FDA

Acceptable for Filling (Dec-19-2002)
Labeling review (1* cycle)

CMC, NA letter

Bio, Satisfactory

CMC NA Letter

Micro Deficient

CMC/Minor Satisfactory
Approvable Letter

b) @)

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Amendment (minor)

Amendment (minor)

Page 3 of 15

Document Date

Dec-18-2002
Aug-18-2003
Aug-18-2003
Aug-25-2003
Nov-14-2003
Feb-03-2004
Aug-12-2004

Jan-23-2003
Feb-26-2003
May-29-2003
Jun-19-2003
Nov-10-2003
Jan-15-2004
Apr-15-2004
Apr-20-2004

Document Date

Jul-09-2004
Jul-27-2004



Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

10.
11.
12,
13.
14.
15.

Name: Bedford Laboratories

300 Northfield Road
Bedford, OH 44146

Representative: Molly L. Rapp

Address:

Telephone: 440-201-3576

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Fenoldopam Mesylate

. LEGAL BASIS FOR SUBMISSION: 505 (j)

Paragraph [ Certification is provided on page 5.

Innovator Product:: Corlopam® 10 mg/mL; 1 mL and 2 mL per vial
(NDA #: 19-922, Approval Date: 09/23/97)
Innovator Company: Abbott

Patent #/Expiration Date Use Code
Patent None None
Exclusivity Expired: 09/23/2002 NCE

PHARMACOL. CATEGORY: Rapid-acting Vasodilator

DOSAGE FORM: Liquid Injectable

STRENGTH/POTENCY: 10 mg/mL, 1 ml/vial, 10 mg/mL, 2 ml/vial
ROUTE OF ADMINISTRATION: Intravenous Infusion
Rx/OTCDISPENSED: X Rx ___OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Nota SPOTS product
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Chemistry Review Data Sheet

IMISTRY REVIEW.

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

HO HH

Ci6H 1sCINO 3CH 4S80 3 401.87 [67227-57-0].

1H-3-Benzazepine-7,8-diol, 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-, methane-
sulfonate (salt). 6-Chloro-2,3,4,5-tetrahydro-1-(p-hydroxyphenyl)-1 H-3-benzazepine-7,8-
diol methanesulfonate (salt).

17. RELATED/SUPPORTING DOCUMENTS:

A, DMFs:
ITEM 1 2 DATE
__[?E?F# TYPE | HOLDER | ppecernoor | CODE' | STATUS® | prury, | COMMENTS
iite it i 1 adequate | 04/14/04 | B.Cai, Ph.D.
I ' 4
B vV 7 Adequate 7/8/04 B. Pillari

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

Page 5of 15



_ Giswistey review

Chemistry Review Data Sheet

B. Other Documents:
DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
| CONSULTS/ CMC | RECOMMEN-
RELATED REVIEWS | _ DATION ekl TGN
Microbiology Acceptable 2/17/04 M. Stevens-Riley
EES Acceptable 08/04/03 J. D’ Ambrogio
Methods Validation N/A (USP)
Labeling Acceptable 8/26/04 | J.Barlow
Bioequivalence Acceptable 6/19/03 | 1. Osterthout
EA _ N/A
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. X Yes

Page 6 of 15

No  Ifno, explain reason(s) below:




11.

Executive Summary Section

The Chemistry Review for ANDA 76-582

The Executive Summary
I.

Recommendations

A.

Recommendation and Conclusion on Approvability

No CMC changes since last TA or 4/20/04.

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Bedford’s proposed drug product, Fenoldopam Mesylate Injection USP, 10
mg/mL, 1 mL and 2 mL vials, is based on the reference listed drug (RLD),
Corlopam® 10 mg/mL; 1 mL and 2 mL per vial, product of Abbott (NDA # 19-
022, Approval Date: 09/23/97). The drug product is listed in the current USP.

Bedford’s drug product is indicated for in-patient treatment for short-term (up to
48 hours) management of severe hypertension when rapid, but quickly reversible,
emergency reduction of blood pressure is clinically indicated. Bedford’s drug
product not only contains the same active ingredients as the innovator’s product
but its formulation is Q1/Q2 to the innovator’s product. The route of
administration (intravenous), dosage forms (sterile Injection), and strength are
also the same.

The sterility assurance information for manufacturing the exhibit batches as well
as the commercial batches are found acceptable per 2/17/04.

The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. It is

sparingly soluble in water, ethanol and is freely soluble in propylene glycol.
Fenoldopam is a racemic mixture with the R-isomer responsible for the biological
activity. If is listed in the current USP. The drug substance used by Bedford is
manufactured by B The
manufacturing information is submitted in a separate Type [l DMF #  ©®_ The
DMF has been found adequate as of April 14, 2004 by this reviewer,

Page 7 of 15



| CHEMISTRYREVIEW .

Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Bedford’s drug product, Fenoldopam Mesylate Injection USP, 10mg/mL is a

) is supplied in single-dose vials (1 mL and 2 mL). It must be
diluted by an IV solution (40 meg/mL) before giving it to a patient.

C. Basis for Approvability or Not-Approval Recommendation

This application is approvable.

III. Administrative
A. Reviewer’s Signatu \
Bing Cai, Ph.D.

B. Endorsement Block \\ L‘\ %\@K

HFD-620/BCai, Ph.D./Review Chemist/08/10/04 « le
HFD-620/SLiu, Ph.D./Chemistry Team Leader/8/12/04 SH. G / 3 / o
HFD-617/WPamphile, Pharm.D./Project Manager/10/7/04

€. CC Block

Page 8 of 15



[EMISTRY REVIEW,
Chemistry Assessment Section

Chemistry Assessment

20. COMPONENTS AND COMPOSITION: Satisfactory per CR#1

The composition and function of ingredients of the drug product/bulk solution is provided
(Original ANDA, pp. 66-67,) and is presented in the following table:

21. FACILITIES: Satisfactory per CR#1
22. SYNTIESIS: Satisfactory per CR#3

The DMF | ®# has been reviewed at this cycle and it is found adequate.

Drug Master File No. = ®“ has been found adequate in CR#3.

Page 9 of 15



http:Origin.al

30. MICROBIOLOGY: Adequate per 2/17/04

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS
Not Required (USP DS/DP).

32. LABELING Acceptable by J. Barlow or 8/26/04

Items that reviewed by Chemist: Sat. per CR#1

33. ESTABLISHMENT INSPECTION: Acceptable on 8/4/03

Firm Function EES
Ben Venue Labs INC DP Manufacturer Acceptable
Bedford, OH

34. BIOEQUIVALENCE: Acceptable per 6/19/03 by J. L Osterhout

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION:
Satisfactory per CR#1.

Page 14 of 15



cc:  ANDA 76-582
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates) ( g
Q) xb\ A
HFD-620/Bing Cai, Ph.D./08/10/04

HFD-620/Shing Liv, PhD./8/12/04 ¢ \J, i, l"/g [ o'

HFD-617/Wanda Pamphile, Pharm.D. C Kiester for/10/7/04 W

Z.

/O/j/-ws

F/T by:ard/10/8/04

VAFIRMSAM\BEDFORD\LTRS&REV\76582¢r4.DOC

TYPE CF LETTER: APPROVABLE
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ANDA 76-582

Fenoldeopam Mesylate Injection, USP
10 mg/mL, 1 mL and 2 mL vials

Bedford Laboratories

Bing Cai, Ph.D
Chemistry Division [, OGD
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CHEMISTRY REVIEW o gedd
Chemisiry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 76-582
2. REVIEW #: 3

3. REVIEW DATE.: February 24, 2004
April 14, 2004 (Revised)

4. REVIEWER: Bing Cai, Ph.D.

5. PREVIOUS DOCUMENTS:

Submission(s) Reviewed Document Date
Bedford

Original Submission Dec-18-2002
NC _ Mar-18-2003
Amendment | B Aug-18-2003
Amendment Aug-18-2003
Amendment Aug-25-2003
Amendment(Labeling) Mar-19-2004
FDA

Acceptable for Filling (Dec-19-2002) Jan-23-2003
Labeling review (1% cycle) Feb-26-2003
CMC, NA letter May-29-2003
NA Letter Nov-10-2003
Micro Deficient Jan-15-2004

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Amendment (microbiology) Nov-14-2003
Amendment (minor) Feb-03-2004

Page 3 of 15



EREDE CHEMISTRY REVIEW

Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

10.
11,
12.
13.
14.

15.

Name: Bedford Laboratories

Address, 300 Northfield Road
" Bedford, OH 44146

Representative: Molly L. Rapp
Telephone: 440-201-3576

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Fenoldopam Mesylate

. LEGAL BASIS FOR SUBMISSION: 505 (j)

Paragraph [ Certification is provided on page 5.

Innovator Product:: Corlopam® 10 mg/mL; 1 mL and 2 mL per vial
(NDA #: 19-922, Approval Date: 09/23/97)
Innovator Company: Abbott

Patent #/Expiration Date Use Code
Patent None None
Exclusivity Expired: 09/23/2002 NCE

PHARMACOL. CATEGORY: Rapid-acting Vasodilator

DOSAGE FORM: Liquid Injectable

STRENGTH/POTENCY: 10 mg/mL, 1 ml/vial, 10 mg/mL, 2 ml/vial
ROUTE OF ADMINISTRATION: Intravenous Infusion

Rx/OTC DISPENSED: X Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

Page 4 of 15



CHEMISTRY REVIEW
Chemistry Review Data Sheet

X Not a SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Ci6H 16CINO 5-CH 4803 401.87 [67227-57-0].

IH-3-Benzazepine-7,8-diol, 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-, methane-
sulfonate (salt). 6-Chloro-2,3.4,5-tetrahydro-1-(p-hydroxyphenyl)-1 H-3-benzazepine-7,8-
diol methanesulfonate (salt). ‘

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
; _ . ITEM i 2 | DATE
] .DMF{::“‘ TYPE | HOLDER | ppeeprnces | CODE! | STATUS? | Loomo commms
1 e 1 adequate | 04/14/04 | B.Cai, PhD.
1 i 2
' T 4
i v | 7 [ inadequate | 10/08/03 | M. StevensRiley
! Action codes for DMF Table:

1 - DMF Reviewed.

Page 5 of 15



CHEMISTRY REVIEW

Chemistry Review Data Sheet

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 = Other (explain under "Comments")

2 Adequate, Tnadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents:

DOCUMENT APPLICATION NUMBER ' DESCRIPTION
I
18. STATUS:
CONSULTS/ CMC | RECOMMEN-
RELATED REVIEWS | DATION e i g
Microbiology Acceptable 2/17/04 M. Stevens-Riley
EES Acceptable 08/04/03 J. D’ Ambrogio
Methods Validation N/A (USP)
Labeling Pending J.Barlow
Bioequivalence : Acceptable 6/19/03 | J. Osterhout
EA N/A
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The applicatidn submission(s) covered by this review was taken in the date order of
receipt. X Yes No  If no, explain reason(s) below:

Page 6 of 15



DR CHEMISTRY REVIEW
Executive Summary Section

The Chemistry Review for ANDA 76-582

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

Chemistry manufacturing and control are approvable.
Microbiology issues are resolved and approvable.

Pending labeling review.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, .
and/or Risk Management Steps, if Approvable

N/A
II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Bedford’s proposed drug product, Fenoldopam Mesylate Injection USP, 10
mg/mL, 1 mL and 2 mL vials, is based on the reference listed drug (RLD),
Corlopam® 10 mg/mL; 1 mL and 2 mL per vial, product of Abbott (NDA # 19-
022, Approval Date: 09/23/97). The drug product is listed in the current USP.

Bedford’s drug product is indicated for in-patient treatment for short-term (up to
48 hours) management of severe hypertension when rapid, but quickly reversible,
emergency reduction of blood pressure is clinically indicated. Bedford’s drug
product not only contains the same active ingredients as the innovator’s product
but its formulation is Q1/Q2 to the innovator’s product. The route of
administration (intravenous), dosage forms (sterile Injection), and strength are
also the same.

The sterility assurance information for manufacturing the exhibit batches as well
as the commercial batches are found acceptable per 2/17/04.

The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. It is
sparingly soluble in water, ethanol and is freely soluble in propylene glycol.
Fenoldopam is a racemic mixture with the R-isomer responsible for the biological
activity. It is listed in the current USP. The drug substance used by Bedford is
manufactured by & The

Page 7 of 15



CHEMISTRY REVIEW
Executive Summary Section

manufacturing information is submitted in a separate Type I DMF # @@ The
DMEF has been found adequate as of April 14, 2004 by this reviewer.
B. Description of How the Drug Product is Intended to be Used
Bedford’s drug product, Fenoldopam Mesylate Injection USP, 10mg/mL is a
®@ Tt is supplied in single-dose vials (1 mL and 2 mL). It must be
diluted by an TV solution (40 mcg/mL) before giving it to a patient.
C. Basis for Approvability or Not-Approval Recommendation

This application is approvable pending labeling issue.

III. Administrative

A. Reviewer’s Signature L
A

Bing Cai, Ph.D.

B. Endorsement Block (\ L _
pri e /157 oy

HFD-620/BCai, Ph.D./Review Chemist/02/024/04, 02/27/04 ¥
HFD-620/SLiu, Ph.D./Chemistry Team Leader/3/2/04 5.4-Liu s /o ¢
HFD-617/WPamphile, Pharm.D./Project Manager/ gz 416 oy

C. CC Block

Page 8 of 15



20. COMPONENTS AND COMPOSITION: Satisfactory per CR#1

The composition and function of ingredients of the drug product/bulk solution is provided
(Original ANDA, pp. 66-67,) and is presented in the following table:

' " | permL |Commercial |Commercial | ANDA |
 Ingredient | Grade | Pharm. Funetion | " " | Bate2mL | Batch/1 mi

Fenoldopam USP Active
late

| Propylene Glycol usp 518
Citric Acid USP 3.44
Sodium Metabisulfite | NF 1.0

21. FACILITIES: Satisfactory per CR#1
22. SYNTHESIS: Become Satisfactory
The DMF | ©®® hag been reviewed at this cycle and it is found adequate.

Page 9 of 15




30. MICROBIOLOGY: Adequate per 2/17/04

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS
Not Required (USP DS/DP).

32. LABELING Pending ISSUE
Ttems that reviewed by Chemist: Sat. per CR#1

33. ESTABLISHMENT INSPECTION: Acceptable on 8/4/03

Firm | Function — | EES

Ben Venue Labs INC | DP Manufacturer “Acceptable
Bedford, OH ' '

34. BIOEQUIVALENCE: Acceptable per 6/19/03 by J. L Osterhout

EXCLUSION:

Satisfactory per CR#1.

Page 14 of 15
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SR

Chemistry Assessment Section

cc: ANDA 76-582
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates)?

Nlolelt

HFD-620/Bing Cai, Ph.D./02/27/04
&/ 5o

HFD-620/Shing Liu, Ph.D/3/2/04 & " 444
HFD-617/Wanda Pamphile, Pharm D./4/15/04 ¢ < l‘?{ o

F/T by:ard/4/15/04

VAFIRMSAM\BEDFORD\LTRS&REV\76582¢r3.DOC

TYPE OF LETTER: APPROVABLE — (Labeling issue pending)
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ANDA 76-582

Fenoldopam Mesylate Injection, USP
10 mg/mL, 1 mL and 2 mL vials

Bedford Laboratories

Bing Cai, Ph.D
Chemistry Division I, OGD
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Mg@g_mg - .~ CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 76-582 (1* Generic Drug)

2. REVIEW #: 2

3. REVIEW DATE: September 31, 2003
4. REVIEWER: Bing Cai, Ph.D.

5. PREVIOUS DOCUMENTS:

Submission(s) Reviewed

Bedford

Original Submission

NC

Amendment | ©@
FDA4

Acceptable for Filling (Dec-19-2002)
Labeling review (1% cycle)

CMC, NA letter

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Amendment

Amendment

7. NAME & ADDRESS OF APPLICANT:

Name: Bedford Laboratories

300 Northfield Road
Bedford, OH 44146

Representative: Molly Rapp

Address:

Telephone: 440-201-3576

Page 3 of 18

Document Date

Dec-18-2002
Mar-18-2003
Aug-18-2003

Jan-23-2003
Feb-26-2003
May-29-2003

Document Date
Aug-18-2003
Aug-25-2003




CHEMISTRY REVIEW
Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Fenoldopam Mesylate

9. LEGAL BASIS FOR SUBMISSION: 505 (j)
Paragraph I Certification is provided on page 5.
Innovator Product:: Corlopam® 10 mg/mL; 1 mL and 2 mL per vial

(NDA #: 19-922, Approval Date: 09/23/97)
Innovator Company:; Abbott

Patent #/Expiration Date Use Code
Patent None None
Exclusivity Expired: 09/23/2002 NCE

10. PHARMACOL. CATEGORY: Rapid-acting Vasodilator
11. DOSAGE FORM: Liquid Injectable
12. STRENGTH/POTENCY: 10 mg/mL, 1 ml/vial, 10 mg/mlL, 2 ml/vial
13. ROUTE OF ADMINISTRATION: Intravenous Infusion
14. RxOTC DISPENSED: X Rx ___OTC
15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
___ SPOTS product — Form Completed

X  Nota SPOTS product

Page 4 of 18



ErebiE ~ CHEMISTRY REVIEW RErED
Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

oR

Ci6H 16CINO 5-CH 4SO 3 401.87 [67227-57-0].

1H-3-Benzazepine-7,8-diol, 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-, methane-
sulfonate (salt). 6-Chloro-2,3,4,5-tetrahydro-1-(p-hydroxyphenyl)-1 H-3-benzazepine-7,8-
diol methanesulfonate (salt).

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
[ " ITEM : ez | DATE
_DMF.# TYPE .HOLDER REFERENCED CODE STAT US_ | REVIEW COMMENTS
s I pue 1 inadequate | 09/30/03 | B. Cai, Ph.D.
] 11 4
HI 4
: v 7 inadequate 10/08/03 | M. Stevens-Riley
! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 ~Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments™")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

Page 50f 18



EEED] CHEMISTRY REVIEW RGETED,

Chemistry Review Data Sheet

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC | RECOMMEN-
RELATED REVIEWS |  DATION UL SRR
Microbiology Deficient 10/10/03 M. Stevens-Riley
EES Acceptable 08/04/03 J. D’ Ambrogio
Mcthods Validation N/A (USP)
Labeling Pending
Bioequivalence Acceptable 6/19/03 | J. Osterhout
EA N/A
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. X Yes No  Ifno, explain reason(s) below:

Page 6 of 18



CHEMISTRY REVIEW CGEED

Executive Summary Section

The Chemistry Review for ANDA 76-582

The Executive Summary
I.  Recommendations
A. Recommendation and Conclusion on Approvability

1L

Chemistry manufacturing and controls are not approvable. The labeling review is
pending, and Micro is deficient. It is recommended that a Not Approvable, Minor
deficiencies, letter be sent to the applicant.

B. Kecommendation en FPhase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A
Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Bedford’s proposed drug product, Fenoldopam Mesylate Injection USP, 10
mg/ml, 1 mL and 2 mL vials, is based on the reference listed drug (RLD),
Corlopam® 10 mg/ml; 1 mL and 2 mL per vial, product of Abbott (NDA # 19-
022, Approval Date: 09/23/97). The drug product is listed in the current USP.

Bedford’s drug product is indicated for in-patient treatment for short-term (up to
48 hours) management of severe hypertension when rapid, but quickly reversible,
emergency reduction of blood pressure is clinically indicated. Bedford's drug
product not only contains the same active ingredients as the innovator’s product
but its formulation is Q1/Q2 to the innovator’s product. The route of
administration (intravenous), dosage forms (sterile Injection), and strength are
also the same.

The sterility assurance information for manufacturing the exhibit batches as well
as the commercial batches is deficeint.

The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. It is
sparingly soluble in water, ethanol and is freely soluble in propylene glycol.
Fenoldopam is a racemic mixture with the R-isomer responsible for the biological
activity. Itis listed in the current USP. The drug substance used by Bedford is
manufactured by ®@ The
manufacturing information is submitted in a separate Type [ DMF #  ®© The
DMF has been found inadegquate as of September 30, 2003 by this reviewer.
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CHEMISTRY REVIEW ERED

Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Bedford’s drug product, Fenoldopam Mesylate Injection USP, 10mg/mL is a
e

®® [t is supplied in single-dose vials (1 mL and 2 mL). It must be
diluted by an IV solution (40 meg/mL) before give it to a patient.

C. Basis for Approvability or Not-Approval Recommendation

This application is not approvable due to the CMC deficiencies found in the
following areas:

e the drug substance controls and other related issues.

Labeling review pending
Micro deficient,

III. Administrative

A. Reviewer’s Signature &\\ A
Bing Cai, Ph.D.

B. Endorsement Block

\& !0}

HFD-620/BCai, Ph.D./Review Chemist/10/1/31 { fB‘
HFD-620/SLiu, Ph.D./Chemistry Team Leader/ ’ '
HFD-617/WPamphile, Pharm.D./Project Managerf

C. CC Block
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Chemistry Assessment Section.

Chemistry Assessment
20. COMPONENTS AND COMPOSITION: Satisfactory per CR#1

The composition and function of ingredients of the drug product/bulk solution is provided
(Original ANDA, pp. 66-67,) and is presented in the following table:

.  |Commereial ;C&m-meieihl
PermL | n2ml |Batch/l mL |

(mg)

Ingredient Grade | Pharm. Function

Fenoldopam usp
Mesylate B
Propylene Glycol USP
Citric Acid USP
1 Sodium Citrate USP
“Sodium Metabisulfite | NF

21. FACILITIES: Satisfactory per CR#1

22. SYNTHESIS: Unsatisfactory
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CHEMISTRY REVIEW
Chemistry Assessment Section

30. MICROBIOLOGY: Deficient

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS
Not Required (USP DS/DP).

32. LABELING Pending review
Ttems that reviewed by Chemist: Sat. per CR#1
33. ESTABLISHMENT INSPECTION: Pending

Firm " [ Function_ —[EES
Ben Venue Labs INC | DP Manufacturer Acceptable

Bedford, OH _ :
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CHEMISTRY REVIEW | \Qﬂn@%
Chemistry Assessment Section

34. BIOEQUIVALENCE: Acceptable per 6/19/03 by J. L Osterhout

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION:

Satisfactory per CR#1.
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G CHEMISTRY REVIEW

Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 76-582 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10 mg/mL, 1 mL and
2 mL vials

The deficiency presented below represents a MINOR deficiency.
A. Deficiency:

Drug Master File No. = ®* has been found deficient. We have notified the
DMF holder, O of the deficiencies. Please do not respond to this
letter until the DMF holder has informed you that a complete response to the
DMF deficiencies has been submitted to the agency.

B. In addition to responding to the deficiency presented above, please note and
acknowledge the following comments in your response:

1. Microbiology deficiencies were communicated to you via facsimile on October
10, 2003. You should address the issues in the October 10 communication prior
to or concurrent with your response to this communication.

2. Your labeling information 1s pending review. Deficiencies, if any, will be
communicated separately.

3, Please provide all available long-term drug product stability data (samples stored
at conditions of room temperature and 2-8°C).

Sincerely yours,

Paf W,@L 1 f /;/éj
Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry 1

Office of Generic Drugs

Center for Drug Evaluation and Research
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CHEMISTRY REVIEW

Chemistry Assessment Section

cc:  ANDA 76-582
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates): &A
\ Lol
HFD-620/Bing Cai, Ph.D./10/01/03 3

HFD-620/Shing Liu, PhD/ S H. L %3/ 03
HFD-617/Wanda Pamphile, Pharm.D./ “o5= <t \13 lo>

F/T by:

WCDSO13\OGDSII\FIRMSAMBEDFORD\LTRS &REV\76582¢12.DOC

TYPE OF LETTER: NOT APPROVABLE - MINOR
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ANDA 76-582

Fenoldopam Mesylate Injection, USP
10 mg/mL, 1 mL and 2 mL vials

Bedford Laboratories

Bing Cai, Ph.D
Chemistry Division I, OGD
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 76-582 (1* Generic Drug)
2. REVIEW #: 1

3. REVIEW DATE: April 2-15 2003
4. REVIEWER: Bing Cai, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
None

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Bedford

Original Submission Dec-18-2002
NC Mar-18-2003
FDA

Acceptable for Filling (Dec-19-2002) Jan-23-2003
Labeling review (1% cycle) Feb-26-2003

7. NAME & ADDRESS OF APPLICANT:

Name: Bedford Laboratories

300 Northfield Road
Bedford, OH 44146

Representative: Molly Rapp

Address:

Telephone: 440-201-3576
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Fenoldopam Mesylate

9. LEGAL BASIS FOR SUBMISSION: 505 (j)
Paragraph I Certification is provided on page 5.
Innovator Product:: Corlopam® 10 mg/mL; 1 mL and 2 mL per vial

(NDA #: 19-922, Approval Date: 09/23/97)
Innovator Company: Abbott

Patént #/Expiration Date Use Code
Patent None None
Exclusivity Expired: 09/23/2002 - NCE

10. PHARMACOL. CATEGORY: Rapid-acting Vasodilator

11. DOSAGE FORM: Liquid Injectabie

12. STRENGTH/POTENCY: 10 mg/mL, 1 ml/vial, 10 mg/mL, 2 ml/vial
13. ROUTE OF ADMINISTRATION: Intravenous Infusion

14. Rx/OTC DISPENSED: _X Rx o JOTC

—_——

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product ~ Form Completed

X Not a SPOTS product
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Ci6H 16CINO 5-CH 4SO 5 401.87 [67227-57-0].
1H-3-Benzazepine-7,8-diol, 6-chloro-2,3,4,5-tetrahydro-1-(4-hydroxyphenyl)-, methane-
sulfonate (salt). 6-Chloro-2,3,4,5-tetrahydro-1-(p-hydroxyphenyl)-1 H-3-benzazepine-7,8-

diol methanesulfonate (salt).

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM 1 2 DATE ’
B DM[-:;,:#{;;- TYPE HOLDER REFERENCED CODE STATUS REVIEW COMMENTS
| o ] 1 inadequate | 04/08/03

i T 4

I 4
] v 7 To be reviewed by
a microbiologist

' Action codes for DMF Table:

1 - DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did

not need to be reviewed)

B. Other Documents:

DOCUMENT

APPLICATION NUMBER

DESCRIPTION

Page 5 of 25



CHEMISTRY REVIEW BLEEED

Chemisiry Review Data Sheet
18. STATUS:
CONSULTS/ CMC | RECOMMEN- -
RELATED REVIEWS | DATION BARE BEVLIRER
Microbiology Pending
EES Pending
Methods Validation N/A (USP)
Labeling : Deficient 2/26/03 J. Barlow
Bioequivalence Pending
EA N/A
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. __ X Yes No  If no, explain reason(s) below:
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CHEMISTRY REVIEW B CrER
Executive Summary Section

The Chemistry Review for ANDA 76-582

The Executive Summary

I. Recommendations
A. Recommendation and Conclusion on Approvability

Chemistry manufacturing and controls are not approvable. Labeling review is
deficient. Micro and bicequivalence review are pending. It is recommended that
a Not Approvable, Minor deficiencies, letter be sent to the applicant.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, A greements,
and/or Risk Management Steps, if Approvable

N/A

II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)

Bedford’s proposed drug product, Fencldopam Mesylate Injection USP, 10
mg/mL, 1 mL and 2 mL vials, is based on the reference listed drug (RLD),
Corlopam® 10 mg/mL; 1 mL and 2 mL per vial, product of Abbott (NDA # 19-
022, Approval Date: 09/23/97). The drug product is listed in the current USP.

Bedford’s drug product is indicated for the treatment for the in-hospital, short-
term (up to 48 hours) management of severe hypertension when rapid, but quickly
reversible, emergency reduction of blood pressure is clinically indicated.
Bedford’s drug product not only contains the same active ingredients as the
innovator’s product but its formulation is Q1/Q2 to the innovator’s product. The
route of administration (intravenous), dosage forms (sterile Injection), and
strength are also the same.

The sterility assurance information for manufacturing the exhibit batches as well
as the commercial batches is pending for review.

The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. It is
sparingly soluble in water, ethanol and is freely soluble in propylene glycol.
Fenoldopam is a racemic mixture with the R-isomer responsible for the biological
activity. Itis listed in the current USP. The drug substance used by Bedford is
manufactured by ' ®®  The
manufacturing information is submitted in a separate Type I DMF#  ©® The
DMF has been found iradequate as of April 8, 2003 by this reviewer. It is also
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__ CHEMISTRY REVIEW

Executive Summary Section

noted the DS manufacture’s capacity may be below the requirement of the
applicant’s demand based on the information provided in the current DMF.

B. Description of How the Drug Product is Intended to be Used
Bedford’s drug product, Fenoldopam Mesylate Injection USP, 10mg/mL is a

®@

®@ Tt is supplied in single-dose vials (1 mL and 2 mL). It must be
diluted by an IV solution (40 meg/mL) before give it to a patient,

C. Basis for Approvability or Not-Approval Recommendation

This application is not approvable due to the CMC deficiencies found in the
following areas:

{b) (4}

Micro review, bioequivalence review and EER are pending.
'Labeling is deficient.

III. Administrative
A. Reviewer’s Signatk\'\
Bing Cai, Ph.D. .

B. Endorsement Block (k

HFD-620/BCai, Ph.D./Review Chemist/04/15/03.05/07/03 K h@'l _>
HFD-620/SLiu, Ph.D./Chemistry Team Leader/ $.H.Low §f22-[a3
HFD-617/WPamphile, Pharm.D./Project Manager/

C. CCBlock
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CHEMISTRY REVIEW

Chemistry Assessment Section

Chemistry Assessment

Note: items 1 — 19 are now covered in the Review Data Sheet.

20. COMPONENTS AND COMPOSITION: Satisfactory

The composition and function of ingredients of the drug product/bulk solution is provided
(pp. 66-67) and is presented in the following table:

| Por 1, |Commercial |Commercial |  ANDA
Ingredient Grade | Pharm, Function fg) Batch/2 mL | Batch/1 mL Batt{:E}m
Fenoldopam USP Active ; (0} (4)
Mesylate : :
Propylene Glycol USP BT 513 0l
Citric Acid USP 344 | |
Sodium Citrate USP 0.61
Dihydrate ' |
| Sodium Metabisulfite | NF - 1.0
' (0) (@),

(b) (4)

Comments: The components/compositions used in applicant’s formulation are the same as
those used in the Reference Listed Drug Product. Comparison between generic drug and
Reference Drug product is provided on page 7. The inactive ingredients in the formulation
are found to be present below levels cited in the FDA Inactive Ingredient Guide for
approved drug products.  All ingredients listed the “Components and Composition™
Section of this ANDA are consistent with those listed in the applicant” label insert. The pH
of the solution is 2.8-3.8. It is satisfactory.

21. FACILITIES: Satisfactory

The drug product will be manufactured and tested (release/stability) at the following
facility:

Ben Venue Laboratories, Inc.
270 Northfield Road

Bedford, OH 44146

Drug Establishment # 1519257

Copy of cGMP certification is provided (page 113). It is satisfactory. EER for Ben Venue
has been issued and the result is pending.

Page 9 of 25
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ErEDEE CHEMISTRY REVIEW ECEED

I3 e e )

Chemistry Assessment Section
®) (4)

30. MICROBIOLOGY: Pending

31. SAMPLES AND RESULTS/METHODS VALIDATION STATUS
Not Required (USP DS/DP).

32. LABELING Unsatisfactory.
Labeling review (1 cycle) completed (02/26/03). Deficiencies found.
Items reviewed by Chemist:

Description Section
a. Structures: Satisfactory
b. Chemical names: Satisfactory
c. Empirical formulas: Satisfactory
d. Name of the inactives: Satisfactory
e. Physical and Chemical properties of DS: Satisfactory

2. How Supplied Section

a. Packaging: 10 mg/mL 1 mL and 2 mL Vials
b. Storage Conditions: Store at 2-30 °C

33, ESTABLISHMENT INSPECTION: Pending

Firm . Function EES
Ben Venue Labs INC DP Manufacturer Pending
Bedford, OH

(b) (4

34. BIOEQUIVALENCE Pending as of 04/15/03.

35. ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION:

The applicant has requested categorical exclusion from the requirement of an
Environmental Assessment Report (p. 843). It is satisfactory.
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Chemistry Assessment Section

36, CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 76-582 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mg/mL, 1 mL and
2 mL vials

‘The deficiencies presented below represent MINOR deficiencies.

A.  Deficiencies:

1. Drug Master File No. has been found deficient. We have notified the DMF
holder, of the deficiencies. Please do not respond to this
deficiency letter until the DMF holder submits a complete response to the Agency.
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CHEMISTRY REVIEW

Chemistry Assessment Section

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1.  Please provide all available long-term drug product stability data (samples stored at
conditions of room temperature and 2-8°C).

2. Your labeling information is found deficient. Labeling deficiencies also need to be
addressed in your reply.

3. Your bioequivalence information and sterility assurance are pending review.
Deficiencies, if any, will be communicated separately.

4,  All facilities referenced in the ANDA should have a satisfactory compliance
evaluation at the time of approval. We have requested an evaluation from the Office
of Compliance.

(b) (4)

Sincerely yours,

po_,ﬂ g . s ol
Rashmikant M."Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA 76-582
ANDA DUP
DIV FILE
Field Copy
Endorsements (Draft and Final with Dates):

HFD-620/Bing Cai, Ph.D./05/07/03
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CHEMISTRY REVIEW '

Chemistry Assessment Section

cc: ANDA 76-582
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates): v {
s €1
HFD-620/Bing Cai, Ph.D./05/07/03 W ﬁé@}

HFD-620/Shing Liu, Ph.D./05/07/03 5 H: Len. $/22[03
HFD-617/Wanda Pamphile, Pharm.D./ % e{22(e3

F/T by: gp/05/22/03

VAFIRMSAMA\BEDFORD\LTRS&REV\76582cr1r.DOC

TYPE OF LETTER: NOT AFPROVABLE - MINOR
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76582

MICROBIOLOGY REVIEWS




Product Quality Microbiclogy Review
Review for HFD-620

13 February 2004
ANDA: 76-582

Drug Product Name
Proprietary: Corlopam
Nop-proprietary: Fenoldopam Mesylate Injection USP
Drug Preduct Classification: N/A

Review Number: 3

Subject of this Review
Submission Date: February 3, 2004
Receipt Date: February 4, 2004
Consult Date: N/A
Date Assigned for Review: February 6, 2004

Submission History (for amendments only)
Date(s) of Previous Submission(s): December 18, 2002, August 18,
2003, November 14, 2003
Date(s) of Previcus Micro Review(s): August 27, 2003, December 12,
2003

Applicant/Sponsor
Name: Bedford Laboratories
Address: 300 Northfield Road
Bedford, Ohio 44146
Representative: Molly Rapp
Telephone: 440-201-3576

Name of Reviewer: Marla Stevens-Riley

Conclusion: Recommended for approval on the basis on sterility assurance



ANDA 76-582 Microbiology Review #3

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUPPLEMENT: N/A

2. SUPPLEMENT PROVIDES FOR: N/A
3. MANUFACTURING SITE: Ben Venue Laboratories

270 Northfield Rd.
Bedford, Ohic 44146

4. BOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: sterile solution, intra_vsnous administration, 10
mg/mL as 1 mL and 2 mL per 2 mL il

5. METHOIS) OF STERILIZATION: ()

6. PHARMACOLOGICAL CATEGORY: vasodilator

B. SUPPORTING/RELATED DOCUMENTS: DMF (e

(b)(4)

. REMARKS: The subject amendment is & response to the Microbiology
deficiency letter dated January 16, 2004.

filenanze: v:microrev\76-582a2.doc
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ANDA 76-582 Microbiolegy Review #3

Executive Summary

I. Recommendations

A. Recommendation on Approvability — Recommended for
approval on the basis cf sterility assurance

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable -N/A

IL Summary of Microbiology Assessments

A, Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology — (®) (4)

(b) (4)

B. Brief Description of Microbiology Deficiencies —none

<. Assessment of Risk Due to Microbiclogy Deficiencies - The nisk
to public health associated with this product is minimai. All
deficiencies have been resolved.

I, Administrative

A.  Reviewer's Signature S etsy CRLL LD " E

Bl ynd ey
o
B. Endorsement Block ' / /44-%—17 2-/7«:;(

M. Stevens-Riley, Ph.D.
N. J. Sweeney, Ph.D.

C. CC Bilock
o
Original ANDA 76-582
Division File
Field Copy

Page 3 of 5
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Product Quality Microbiology Review
Review for HFD-620

12 December 2003

ANDA: 76-582

Drug Product Name
Proprietary: Corlopam
Non-preprietary: Fenoldopam Mesylate Injection USP
Drug Product Classification: N/A

Review Number: 2

Subject of this Review
Submission Date: November 14, 2003
Receipt Date: November 17, 2003
Consult Date: N/A
Date Assigned for Review: November 25, 2003

Submission History (for amendments only)
Date(s) of Previous Submission(s): December 18, 2002 and August 18,
2003
Date(s) of Previous Micre Review(s): August 27, 2003

Applicant/Sponsor
Name: Bedford Laboratories
Address: 300 Northfield Road
Bedford, Ohio 44146
Representative: Molly Rapp
Telephone: 440-201-3576

Name of Reviewer: Marla Stevens-Rilev

Conclusion: Not recommended for approval on the basis on sterility
assurance



ANDA 76-582

Microbiclogy Review #2

Product Quality Microbiclogy Data Sheet

A. 1.

2.

5

6'

B. SUPPORTING/RELATED DOCUMENTS:

TYPE OF SUPPLEMENT: N/A

SUPFLEMENT PROVIDES FOR: N/A

MANUFACTURING SITE: Ben Venue Laboratories
270 Northfield Rd.
Bedford, Ohio 44146

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY:; sterile solution, intravenous administration, 10

mg/mL as 1 mL and 2 mL per 2 mL ®@
METHOD(S) OF STERILIZATION: o) @

PHARMACOLOGICAL CATEGORY: vasodilator

(b) (4)

(b) (4)

C. REMARKS: The subject amendment is a response to the Microbiology
deficiency letter dated October 10, 2003,

filename: v:microrevi76-582al.doc
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ANDA 76-582 Microbiology Review #2

Executive Summary

T Recommendations

A, Recommendation on Approvability — Not recommended for
approval on the basis of sterility assurance

B. Recommendztions on Phase 4 Commitments and/or
Agreements, if Approvable -N/A

IL Summary of Microbiology Assessments

A. Brief Description of the Manufacturing Processes that relate to

Product Quality Microbiclogy — o Lol

B. Brief Description of Microbiclogy Deficiencies —The DMF is
deficient, and the ANDA submission has incomplete information
regarding filter validation information.

C. Assessment of Risk Due to Microbiology Deficiencies -The risk
to public health associated with these deficiencies is moderate.

XL Administrative

Fi
1 = e

f

4 & § o e -'1::-I‘; &% e ;Q 3
A. Reviewer's Signature | Ll:-a;='~.3=f;.«'f-z OEUTRAD - SE Ly

B. Endcrsement Block Ylein
M. Stevens-Riley, Ph.D. (}i% =%

N. I. Sweeney, Ph.D. /M )@W iy IOy
/ /

C. CC Block
cc:
Original ANDA 76-582
Division File
Field Copy

Page 3 of 9
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ANDA 76-582 Microbiology Review #2

H. LIST OF MICROBIOLOGY DEFICIENCIES AND
COMMENTS

ANDA: 76-582 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Feroldopam Mesylate Injection USP 10 mg/mlL

Microbiology Deficiencies:

) (4)

I

Please clearly identify your amendment to this facsimile as “RESPONSE TO
MICROBIOLOGY DEFICIENCIES”. The “RESPONSE TO MICROBIOLOGY
DEFICIENCIES” should also be noted in your cover page/ietter.

Neal I. Swén;ﬁ;?ﬁ
Microbiology Team Leader

Office of Generic Drugs
Center for Drug Evalustion and Research

Page 9 of 9
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Product Quality Microbiology Review
Review for HFD-620

27 August 2GG3

ANDA: 76-582

Drug Product Name
Proprietary: Corlopam
Non-proprietary: Fenoldopam Mesylate Injection USP
Drug Product Classification: N/A

Review Number: 1

Subject of this Review
Submission Date: December 18, 2002 and August 18, 2003 (telephone
amendment)
Receipt Date: December 19, 2002 and August 19, 2003
Consult Date: N/A
Date Assigned for Review: August 8, 2003

Submission History (for amendments only)
Date(s) of Previous Submission(s):
Date(s) of Previous Micro Review(s):

Applicant/Spenser
Name: Bedford Laboratories
Address: 300 Northfield Road
Bedford, Chio 44146
Representative: Molly Rapp
Telephone: 440-201-3576

Name of Reviewer: Marla Stevens-Riley

Conclusion: Not recommended for approval on the basis on sterility
assurance



ANDA 76-582 Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUPPLEMENT: N/A

2. SUPPLEMENT PROVIDES FOR: N/A

3. MANUFACTURING SITE: Ben Venue iLaboratories
270 Northfield Rd.
Bedford, Ohio 44146

4, DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: sterile solution, intravenous administration, 10
mg/mL as 1 mL and 2 mL per 2 mL i

S. METHOD(S) OF STERILIZATION: Lk

6. PHARMACOLOGICAL CATEGORY: vasodilator

(b) (4)

B. SUPPORTING/RELATED DOCUMENTS: DMF

() (4)

C. REMARKS: The applicant references the April 5, 2002 submission to DMF
@ in the original submission and the March 14, 2003 submission in new
correspondence dated March 18, 2003, In addition, information provided in the
August 18, 2003 telephone amendment will also be reviewed (provided in
response to a phone mail message not a T-con).

filename: v:microrev\76-582.doc

Page 2 of 13



ANDA 76-582

Microbiclogy Review #1

Executive Summary

L Recommendations
A. Recommendation on Approvability — Not recommended for
approval on the basis of sterility assurance
B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable -N/A
1L Summary of Microbiology Assessments
A. Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiclogy — i
B. Brief Description of Microbiology Deficiencies —The DMF is
deficient, and the ANDA submission has incomplete information
regarding critical operations, endotoxin testing, and environmental
monitoring.
C. Assessment of Risk Bue to Microbiology Deficiencies -The risk
to public health associated with these deficiencies is minimal.
IIl. Administrative ‘
A.  Reviewer's Signature Flad g Ui
B, Endorsement Block LS
M. Stevens-Riley, Ph.D. /(7% /0 b
N. J. Sweeney, Ph.D. w (
£ CC Black o-3-03
ok
Original ANDA 76-582
Division File
Field Copy
Page 3 of 13
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76582

BIOEQUIVALENCE REVIEWS




DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-582

Drug Product Name Fenoldopam Mesylate Injection, USP
Strength 10 mg/mL in 1 mL & 2 ml vials
Applicant Name Bedford Laboratories

Address Bedford, OH 44146

Submission Date(s) December 19, 2002

Amendment Date(s) N.A.

Reviewer James L. Osterhout

File Location vA\firmsam\bedford\itrs&rev\76582W 1202.doc

I Executive Summary

The firm has requested a waiver of in-vivo bicequivalence requirements
for fenoldopam mesylate injection, USP (10 mg/mL, 1 mL and 2 ml vials).
The reference-listed drug (RLD) is Abbott Laboratories Corlopam® (10
mg/ml, 1 ml and 2 ml ampules). The firm has submitted comparative
formulations of its fenoldopam mesylate injection, USP and Abbott’s
Corlopam® in support of the biowaiver request. The test and RLD products
have the same formulation. The biowaiver request is granted based on 21
CFR 320.22(b)(1). This is a first generic.

. Table of Contents
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lil. Submission Summary
A. Drug Product Information

Test Product Fenoldopam Mesylate Injection, USP
(10 mg/ml, 1 ml & 2 mi vials)



Reférehce.ﬁro'duct Corlopam 'fenoldopam mesylate (10 mg/mL 1 mI and
G EE A e S Y ol ampules) NDA#19922 Abbott Laboratones Sep 23
o T 1997 e b 0

g Indicated for short-term (up to 48 hours) in-hospital

.. . management of severe hypertension when rapid, but
" quickly reversible, emergency reductlon of blood
£ pressure is cllmcatly lndlcated mlarof o

- Indication

soh = Ftétetrattt DBE Hlstory 'There are no other ANDA’s or control documents for thIS
et drug product . i e P

B,‘;"" Contents of Submlssmn £ i T e LU
= * How many?
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D. ' In-VivoStudies



E E Form ulatlon

_ The test and reference product formulations are shown halow

2:+7: Corlopam® =
: F’“"“‘"Pam Mesylate =
ln]ectton, usp

Fenotdopam Mesy!ata
Injection, USP

i Bedford Lal_mratones £'|'+." Abbott Laboratories -

| NDA# 19922, Sep 23, 1997’.'}5‘ '

?10 mg{mL

S i 10 mglmL
_ j Amount (mglmt.)
Fenoldopam Mesytate usp e 10 mg base Sp o 10 mg base "
Sodium Metabtsulf'te s : W mg = Lo ot g
Citric Acid o smamg v B | 344 'rng"

061mg e 081 mg

N (©)@) 51% ""B 41_( - tmmélé r.a?

®)@)

Sod[um Gntrate
Propylene Glycol s

XX X X

: The formulatlon was obtamed from the Llsted Drug Labellng for each product

i :'- Inactive Ingredients wrth:n G Ilmtts
The forrnuiatlon is acceptable Yes

-,

|_- ln VItro Diseolutlon

e Walver Request

The applicant requests a waiver Y of in Vivo bioequwatence testlng under21 CFR "
0 - 820, 22{b)(1) for the follamng strength(s) 10 mg/mL 1 mt & 2 ml vrals ;

.:..H

Deﬂclency Comments o

G .. Hecommendaﬂons

Eﬁ

' ?__-;-The DW’ISIOI‘I of Bloequrvalence egrees that the mformatton submltted by Bedtord '
- ... " Laboratories demonstrates that its Fenoldopam Mesylate Injection, USP (10 =
- mg/mL, 1 mL & 2 mi vials) falls under the criteria set forth in 21 GFFt 320 22(b}(1) s

* of the Bloavallabihty/ Bloequwalence Regulattons e :

Therefore the DMSlon of Bloequwalenoe recommends that a waiver of in-vivo *
bioequivalence study requirements for Fenoldopam Mesylate Injection, USP be . .




; granted The test product is deemed bioequwalent to Abbott Laboratones 'fff'_l‘
g Corlopam (10 ngmL Tml & 2 ml ampules) A SRS e

: Jame L Osterhout Rewewer Rev:ew Bf‘anchl

Dale P. Conner, Pharm B
.- Director, Division of Bioequlvalence
.- Office of Genenc Drugs S

Ty v \\FIRMSAM\BEDFORD\LTRS&REV\76582W1202 doc b




BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-582 APPLICANT: Bedford Laboratories

DRUG PRODUCT: Fenoldopam Mesylate Injection, USP
(10 mg/mL, 1 mL & 2 ml vials).

The Division of Bioequivalence has completed its review and has no further
questions at this time.

Please note that the bioequivalency comments provided in this communication
are preliminary. These comments are subject to revision after review of the
entire application, upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or regulatory issues. Please
be advised that these reviews may result in the need for additional
bicequivalency information and/or studies, or may result in a conclusion that the
proposed formulation is not approvable.

Sincerely yours,

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research
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FIE v ANDR N6-SRE

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: September 9, 2004

FROM: Gary Buehler
Director
Office of Generic Drugs
HFD-600

- qﬁ& / d'(
THROUGH:  Norman Stockbridge Ww

Director ,
Division of Cardio-Renal Drug Products
HFD-110

THROUGH:  Rosemary Roberts, M.D. @ (Lz;Lf)?/ 1-2%

Director 2r
Office of Counter Terrorism & Pediatric?\ﬁavelopment
HFD-950

z,oD‘f'

SUBJECT: Pediatric Sections: Proposed Labeling for Generic Corlopam Drug Products

TO: Gary Buehler
Director
Office of Generic Drugs
HFD-600

The Office of Generic Drugs (OGD) consulted this division regarding acceptable package insert labeling for generic
Corlopam {fenoldopam) injection. OGD has asked if the generic firms could carve out information from pediatric
studies, without compromising safety or effectiveness for the remainder of the non-exclusivity protected uses. This
labeling, which was approved on April 1, 2004, has been granted 3 years of Haich/Waxman exclusivity. A meeting
was held to address this issue on August 4, 2004,

The meeting included representatives from the Division of Cardio-Renal Drug Products, Office of Chief Counsel,
Office of Generic Drugs, and the Office of Counter Terrorism & Pediatric Drug Development. The approved pediatric
protected additions to the Corlopam (fenoldopam) labeling, and the proposed generic carve-outs were discussed.
The meeting participants reviewed the pertinent sections of the current Corlopam (fenoldopam) package insert and
commented on the impact of each proposed deletion on the safety and effectiveness of the drug product. The
conclusion reached was that generic firms could carve-out the pediatric labeling sections without rendering generic
products less safe or effective for all remaining non-protected conditions of use.



Under the approach proposed by OGD and acceptable to this Division, the Newly Approved sections of the package
insert for generic Corlopam (fenoldopam) Injection will have the following changes as presented in the Side-by-Side
comparison.




Approved (4/1/2004)

With Recommended Changes

Third paragraph of the
CLINICAL
PHARMACOLOGY,
Pharmacokinetics

Pediatric Patients: In children, aged 1 month to 12 years old, sleady-state fenoldopam plasma
concentrations were proportional fo dose (0.05 megikg/min to 3.2 meg/kg/min). The elimination
halfife and clearance were 310 5 minutes and 3 L/hkg, respectively.

In radiclabeled studies in rats, no more than 0.005% of fenoldopam crossed the blood-brain
barrier.

Pediatric Patients: Information related fo the

{pharmacokinetics of fencldopam injection in pediatric patients

is approved for Abbott Laboratories’ fenoldopam drug
products. However, due to Abbott's marketing exclusivity

rights, this drug produet is not labeled for padiatric use.

(b} (4)

CLINICAL
PHARMACOLOGY,
Pharmacodynamics and
Clinical Studies

Added as the fourth and fifth paragraphs

Pediatric Patients: |n a randomized, multi-center, double-blind, placebo-controlled, dose-ranging
study, pediatric patients were randomized in equal proportions to 1 of § ireatment groups: 0.05,
0.2, 0.8, or 3.2 megfkg/min fenoldopam or placebo, Fenoldopam or placebo was administered as a
blinded confinuous IV infusion for 30 minutes. Following this, open-label titration of fencldopam
was given to induce hypotension or normotension (defined as mean arterial pressure, MAP,
between 50 and 80 mmHg for patients > 1 month of age and MAP between 40 and 70 mmHg for

patients </= 1 month). Seventy-seven pediatric patients (up to 12 years of age - Tanner Stages 1
and 2) were treated for at least two hours. Of these, 2 were < 1 month of age, 25 were between 1
month of age and 1 year of age, 7 were between 1 and 2 years of age, and 43 were between 2 and
12 years of age. Of the 77 patients enrolled in the trial, 58 were enrolled in association with
surgery, and 19 were frealed in an ICU setting. '

The lowest dosage at which decreases in MAP were seen during blinded administration was 0.2
meglkg/min, The dose at which the maximum effect was seen was 0.8 meg/kg/min, Doses higher
than 0.8 meg/kg/min generally produced no further decreases in MAP but did worsen tachycardia
(Table 3). Changes in blood pressure and heart rate occurred as early as 5 minutes after starting
infusion. Doses as high as 4 meg/kg/min were administered during the open-abel period. Tha
effects increased with time for 15 to 25 minutes, and an effect could sfill be detected after an
average of 4 hours of infusion, When the infusion was discontinued, blood pressure and heart
rates approached baseling values during the following 30 minutes.

Pediatric Patients: nformation refaled to the
pharmacodynamics and clinical studies of fenoldopam
injection in pediatric patients is approved for Abbott
Laboratories’ fenoldopam drug products. However, due to
Abbott's marketing exclusivity rights, this drug product is not
labeled for pediatric use.




Approved (4/1/2004)

With Recommended Changes

Continued from section
above:

Atend of the CLINICAL
PHARMACOLOGY,
Phammacodynamics and
Clinical Studies

Table 3
PHARMACODYNAMIC EFFECTS OF FENOLDOPAM IN PEDIATRIC PATIENTS
Baseline Mean and Mean Change + SE

Brug Dosage (mcg/kg/min)
- Placebo 0.05 0.2 0.8 32
n=16 n=15 n=16 n=15 n=15
Pre-Infugion Baseline

Mean Arterial x4 775 76+4 886 T4x4

Pressure

Systolic BP 1085 1036 104 £6 M7 7 98 +4

Diastolic BP 62+4 614 57+3 696 56+3.

Heart rate 106 +8 107 11917 126 +6 122+8

Change at 5 Minutes of Infusion

Mean Arterial 4+2 3+3 2+2 33 £+3

Pressure -

Systolic BP 5+3 3+3 2+3 53 Jx3
 Diastolic BP 412 6+2 12 2%2 412

Heart rate 2+3 2+3 4+3 4+3 213

: Change at 30 Minutes of Infusion (LOCF§)

Mean Arterial 03 1+3 2+3 103 -10+3

Pressure :

Systolic BP 314 0x4 3t4 12+ 4 -10+4

Diastolic BP 0+3 1£3 2+3 443 £x3

Heart rate 6+4 414 5x4 7T+4 14+4

* For Mean Arterial Pressure, n=14; otherwise, n=15.

§ Dropouts were accounted for using the Last Observation Carried Forward (LOCF) method of

analysis.

INDICATIONS AND USAGE

Adult Patients: Fenoldopam is indicated for the ir-hospital, short-term (up to 48 hours)
management of severe hypertension when rapid, but quickly reversible, emergency reduction of
blood pressure is clinically indicated, including malignant hypertension with deteriorating end-
organ function. Transition to oral therapy with another agent can begin at any time after blood
pressure is stable during fencldopam infusion.

Pediatric Patients: Fenoldopam is indicated for the in-hospital, short-term (up to 4 hours)
reduction in blood pressure (See CLINICAL PHARMACOLOGY/Pediatric Patients).

Adult Pattents: Fenoldopam is indicated for the in-hospital,
short-term {up to 48 hours) management of severe
hypertension when rapid, but quickly reversible, emergency
reduction of blood pressure is clinically indicated, including
malignant hypertension with deteriorating end-organ function.
Transition to oral therapy with anather agent can begin at any
time after blood pressure is stable during fenoldopam
infusion,

|Pediatric Patients: Information related to the indicated use

of fenoldopam injection in pediatric patients is approved for
Abbott Laboratories’ fenoldopam drug products. However,
due to Abbolt's marketing exclusivity rights, this drug product
is not labeled for pediatric use.




Approved (4/1/2004)

With Recommended Changes

Last sentence
PRECAUTIONS,
Tachycardia

Tachycardia in adults diminishes aver time but remains substantial at higher doses. Tachycardia in
pediatric patients at doses > 0.8 meg/kg/min persists at least for 4 hours.

Tachycardia in adulis diminishes over time but remains
substantial at higher doses. Tachycardia in pediatric patfents
at doses > 0.8 meg/kg/min persists at least for 4 hours.
{Decided to leave In as of the 8/4/04 meeting with the Ped-
division)

End of PRECALTIONS,
Hypotension

In pediatric patients, fenoldopam was only administered to patients with an indwelfing intraarterial
line. '

In pediatric patients, fenoldopam was only administered {o
patients with an indwelling intraarterial line.

PRECAUTIONS/Pediatric
Use

Anti-hypertensive effects of fenoldepam have been studied in pediatric patients age <1 month (at
least 2 kg or full term} to 12 years old requiring blood pressure reduction (see Pharmacodynamics
and Clinical Studies, Pediatric Patients).

Clinical studies of fenoldopam did not include subjects ages 12 to 16 years of age to determine if
they respond differently from younger subjects or adults. The phammacokinetics of fenoldopam are
independent of age when corrected for body weight. Dose selection for patients 12 to 16 years of
age should consider the patient's clinical condition and concomitant drug therapy.

Clinical study information related fo the safely and
effectiveness of fenoldopam injection in pediatric patients age
<1 month to 12 years old is approved for Abbott Laborateries'
fenoldopam drug products. However, due to Abbott's
marketing exclusivity rights, this drug product is not labeled
for pediatric use,

End of ADVERSE
REAGTIONS

Pediatric Patients: In pediatric patients, the most common adverse events reported during short
term administration in controlled frials (30 minutes) were hypotension and tachycardia. However,
because of the short exposure, there is limited experience with defining adverse events in children.
The long-term effects of fenoldopam on growth and development have not been studied.

Pediatric Patients: |nformation relating to treatment-
emergent adverse events is approved for Abbott Laboratories'
fenoldopam injection drug products. However, due to
Abbott's markeling exclusivily rights, this drug product is not
labeled for pediatric use.




Approved (4/1/2004) With Recommended Changes

Table 5
FENOLDOPAM ADULT INFUSION RATES (mL/our)
DRUG DOSAGE FOR ADULTS > 40 KG, USING 40 MCG/ML CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, TABLE 6.

Infusion Rate
Body 0.025 005 | 0.1 02 0.3
Weight
(kg) meg/ka/mi | meg/kg/mi meg/kg/min meg/kag/mi | meg/kg/mi
n n n n
Infusion Rates {mLfhour) of 40 mcg/mL solution
40 15 3 6 12 18
50 19 38 75 15 225
60 23 45 9.0 18 27
70 26 53 - 105 21 315
80 3 5 12 24 36
90 34 . 68 135 .97 405
100 38 75 15 30 45
110 4.1 83 165 13 495 Same as approved Table 5 with the exception of the following
120 45 9 18 6 54 informaticn in the heading of the table:
130 49 98 195 39 585
DOSAGE AND 140 53 105 24 42 63 _
ADMINISTRATION 150 5.6 113 225 45 675 FENOLDOPAM ADULT INFUSION RATES (mL/hour)
____ Table 5 (continued) DRUG DOSAGE FOR ADULTS > 40 KG, USING 40
Table 5 FENOLDOPAM ADULT INFUSION RATES (mLihour) NCGNaL COREERTRATION

DRUG DOSAGE FOR ADULTS > 40 KG, USING 40 MCG/ML CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, TABLE 6. NOTE: CONCENTRATION IS DIFFERENT FROM

Infusion Rate _ PEDIATRIC PATIENTS, (See below: Pediatric Patients).
Body 0.5 0.8 1 1.2 1.4 1.6
Weight meg/kgimi
(kg) meg/kg/mi | meghkg/mi | megfko/mi | megkg/mi | mea/kg/mi n
n n n n n
Infusion Rates (mL/hour) of 40 mcg/mL soluflon -
40 30 48 60 - 72 84 96
50 375 80 75 90 105 120
60 45 72 90 108 126 144
70 52.5 84 105 126 147 168
80 60 96 120 144 168 192
90 67.5 108 135 162 189 216
100 75 120 150 180 210 240
110 825 132 165 198 231 264
120 %0 144 180 216 252 288
130 97.5 156 195 234 273 312
140 105 168 210 252 294 336
150 1125 180 225 270 315 360




Approved (4/1/2004)

With Recommended Changes

End of DOSAGE AND
ADMINISTRATION

Pediatric Patients:

Fenoldopam should be administered intravenously o pediatric patients by a continuous infusion
pump appropriate for the delivery of low infusion rates. Monitoring of blood pressure should be
continuous, usually by way of an intra-arterial line. Heart rate should also be continuously
monitored. In the clinical trial, the usual starting dose was 0.2 meg/kg/min with an effect on MAP
evident within 5 minutes. At a constant infusion rate the effect was maximal after 20 to 25 minutes.
increased dosages of up to 0.3 to 0.5 meglkg/min every 20 to 30 minutes were generally well
tolerated. Tachycardia without further decrease in MAP occurred at dosages greater than (.8
megfkg/min. Upon discontinuation of the fencidopam infusion after an average of 4 hours of
therapy, blood pressure and heart rate retumed to near baseline within 30 minutes.

PREPARATION OF INFUSION SOLUTION

WARNING: CONTENTS OF AMPULES MUST BE DILUTED BEFORE INFUSION. EACH
AMPULE [S FOR SINGLE USE ONLY.

Dilution:
Pediatric Patients:
k. of c°“:f:g‘;"° (mg of Added to Final Concentration
3 ml (30 mg) 500 mL 60 meg/mL
1.5 mL (15 mg) 250 mL 80 mog/mL
0.6 mL (6 mg) 100 mL 60 meg/mL

Table 6 provides the calculated infusion volume in mL/hour for a range of drug doses and body
weights. The infusion should be administered using a calibrated mechanical infusion pump that
can accurately and refiably deliver the desired infusion rate. As low fiow rates {e.g., <0.5 mLfr)
may not be practical, and due to volume overload, it may be necessary to increase the
concentrafion of fenoldopam in the infused solutions. )

Pediatric Patients: Information related to the dosing and
administration of fenoldopam injection in pediatric patients is
approved for Abbott Laboratories’ fenoldepam drug products.
However, due to Abbott's marketing exclusivity rights, this
drug product is not labeled for pediatric use.




Approved (4/1/2004) With Recommended Changes

nfusion Rates:

Table 6
FENOLDOPAM PEDIATRIC INFUSION RATES (mL/hour)
DRUG DOSAGE FOR CHILDREN BETWEEN 5 AND 70 KG, USING 60 MCG/ML

CONCENTRATION
NOTE: CONCENTRATION IS DIFFERENT FROM ADULT PATIENTS, TABLE 5.
Infusion Rate
Body 0.2 0.5 0.8 ) 1.2
Weight meglkg/min | meg/kg/min | meghkg/min | meghkg/min | meg/kg/min
Infusion Rates (mL/hr) of 60 meg/ml solution Pediatric Patients: Information related to the dosing and
5 1 25 4 J § administration of fenoldopam injection in pediatric patients
10 2 9 8 10 12 is approved for Abbott Laboratories’ fenoldopam drug
20 4 10 16 20 24|l products. However, due fo Abboit's marketing exclusivity
30 6 15 24 30 36 rights, this drug product is not labeled for pediatric use.
End of DOSAGE AND 40 8 20 32 40 48
ADMINISTRATION 50 10 25 . 40 50 60
60 12 30 48 60 72
70 14 35 56 70 84

The diluted solution is stable under normal ambient light and temperature conditions for at least
24 hours. Diluted solution that is not used within 24 hours of preparation should be discarded.
Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit. If particulate matter or
cloudiness Is observed, the drug should be discarded.

The Division of Cardio-Renal Drug Products believes that generic Corlopam (fenoldopam) injection applications can be approved without including
the pediatric use sections in the labeling. Omitting the protected text, as indicated above, will not render the generic. products less safe or effective
than the listed drug(s) for all remaining non-protected conditions of use.
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OGD APPROVAL ROUTING SUMMARY

ANDA # 76-582 Applicant Bedford Laboratories

Drug Fenoldopam Mesylate Unjection USP Strength(s)10 mg (base)/mL, Pachaged in 10 mg
(base) /1 ml and 20 mg (base)/2 mL
single-dose vials.

APPROVALx TENTATIVE APPROVAL [ SUPPLEMENTAL APPROVAL (NEW STRENGTH) [ OTHER []

REVIEWER: DRAFT Package

| [ Martin Shimer Date ¢ ) oY
Chief, Reg. Support Branch Initials
Contaings GDEA certification: Yes ﬂ/ No O Determ. of Involvement? Yes O No E&,
(required if sub after 6/1/92) Pediatric Exclusivity Syster1

RLD = NDA# 9

Patent/Exclusivity Certification: Yes No [O Date Checked
If Para. IV Certification~ did applicant Nothing Submitted O
Notify patent holder/NDA holder Yes O No [ Written request issued ~ [
Was applicant sued w/in 45 days:Yes [ No O Study Submitted a
Has case been settled; Yes O No O Date settled:
Is applicant eligible for 180 day
Generic Drugs Exclusivity for each strength: Yes [ No O0 .
Date of latest Labeling Review/Approval Summary <:’;._'j-;l',fé/0ﬁ’
Any filing status changes requiring addition Labeling Review Yes C No E/
Type of Letter: w Wi Lasiocagoag! ﬁ— ]
Cgsiments: ook e Em 5 _ ?‘L&J ;

2., Project Manager, Wanda Pamphile Team 5 Date &\%"ig@i Date
Review Support Branch Initials_& Initials
Original Rec'd date ;&-;&-0’?‘_ EER Status Pending DAccr_sptable!OAI ]
Date Acceptable for Filing 4%~\Q~0Z7 . Date of EER Status e . Y

¥ Patent Certification (type) ™ Date of Office Bio Review _ (gei{Zin-D3 §

ruf

Date Patenthxclus.expiresK Date of Labeling Approv. Sum Al
Citizens' Petiticon/Legal Case YesO NoxLabeling Acceptable Email Rec'd Yes |
(If YES, attach email from PM to CP coord Labeling Acceptable Email filed Yes O No O
First Generic Yes [l No XDate of Sterility Assur. App. Ze 1-§-eal..§
Methods Val. Samples Pending Yes [l No
MV Commitment Red. from Firm Yes 0O No

O i
(]

Acceptable Bio reviews tabbed Yes 0 No 0 Modified-release dosage form: Yes [ H%
Suitability Petition/Pediatric Waiver Interim Dissol. Specs in AP Ltr: Yes
Pediatric Waiver Request Accepted 0 Rejected [0Pending O

; ; . ’,
Previously reviewed and tentatively appzoved

Date E‘%“ZQ’O"““{ AE Ladde~

Previocusly reviewed and CGMP def. /NA Minor issued O Date

Comments:
3. David Read (PP IVs Only) Pre-MMA Language included [ Date —

OGD Regulatory Counsel, Post-MMA Language Included [ Initials

*ET ents:

‘.".
Y L]
. ] 7

4, Div. Dir./Depaty—Bdir. Date ’ﬁ/g /ot‘f

Chemistry Div., I E.I..QR_;L Initials fgtf ‘g‘

Comments:

i i ]
[ AL e (¢ _{Cdg’m'f_f}-’m,g;wzj -fpf,é—f,



REVIEWER: FINRL ACTION

Bex Frank Holcombe First Generics Only Date
Assoc., Dir. For Chemistry Initials

U Omeﬁi\zgﬁmffz_lzgémg rev3 Tl ﬁ[ﬁ}%x ‘t}ns\r
- MBIty S A YECE
&ﬂ'e %W,gii fm o RPCL) "CoaVE- cm'— o)

6. Vacant = m\[J%-&bn [0 [w‘i‘ Date
Deputy Dir ﬁ\"‘ ; 9@9\ Initials
7. Peter Rickmgl N)ﬂ

Directeor, DLPS

Para.IV P nt Cer Yes DNO g; P
ents: ﬁ ? :H

@;ﬁs n

Robert L. West S 255
Deputy Director, OGD CeAteilongl} Initials
Para.IV Paten fus Yesi] "@i '
Comments :
N,

Pendlng Legai AE%%T&!;%;;@& i’-eﬁ:‘ltlon Yes No%
MMKE\WA" \}a& Camg_ C?Ld i\ig

\F*“s ANDP IS ?&cmmﬁﬁip @Wt”o\)&l
9.  Gary Buehler s dg&ﬂ/ i@\

Director, OGD Initials 1
Comments:
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ANDA 76-582

APR 20 2004

Bedford Laboratories
Attention: Molly L. Rapp
300 Northfield Road
Bedford, OH 44146

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated December 18, 2002, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Fenoldopam Mesylate Injection USP, 10 mg (base)/mL, packaged
in 10 mg (base)/1 mL and 20 mg (base)/2 mL single-dose vials.

Reference is also made to your amendments dated August 18, and
November 14, 2003; and February 3, and March 19, 2004.

We have completed the review of this ANDA as submitted, and have
concluded that the application is approvable. We are unable to
grant final approval to your application at this time because
certain portions of the approved labeling for the reference
listed drug product, Corlopam® Injection of Abbott Laboratories,
is subject to a period of exclusivity. This exclusivity was
granted by the Agency in response to the approval on April 4,
2004, of Abbott’'s supplemental application providing for the use
of Corlopam® Injection in a pediatric population. However, the
Best Pharmaceuticals for Children Act (BPCA) signed into law in
January 2002 allows certain portions of Abbott’s approved
labeling pertaining to the use of the drug product in a
pediatric population to be omitted from the labeling of products
approved under Section 505(j). The BPCA also permits the
addition of language to the labeling of products approved under
Section 505(j) that informs health care practitioners that
Abbott’s drug product has been approved for pediatric use.

Thus, before your application may receive final approval, the
Agency must agree on appropriate labeling under BPCA that will
provide assurance that your product can be used safely and
effectively and that addresses Abbott’s exclusivity. This

. process 18 currently ongoing.



The Agency expects to complete its review of this regulatory
issue as promptly as possible. You will be notified promptly
when the Agency has resolved the pending regulatory issues and
you will be provided a copy of a template which the Agency has
decided represents an acceptable template for the labeling for
Fenoldopam Mesylate Injection, USP under BPCA. You will be
requested to submit revised final-printed package insert
labeling at that time. There is no additional material that you
should submit to the Agency at this time to obtain final
approval of your ANDA. Please note that the disposition of this
issue could affect the final approval decision for your ANDA.

Any significant changes in the conditions ocutlined in your
abbreviated new drug application as well as changes in the
status of the manufacturing and testing facilities’ compliance
with current good manufacturing practices (cGMPs) are subject to
Agency review before final approval of the application will be
made.

This is not an approval letter. This drug product may not be
marketed without final Agency approval under Section 505 of the
Act. The introduction or delivery for introduction into
interstate commerce of this drug product before the final
approval date is prohibited under Section 301(d) of the Act.
Also, until the Agency issues the final approval letter, this
drug product will not be deemed approved for marketing under
Section 505 of the Act and will not be listed in “Approved Drug
Products with Therapeutic Equivalence Evaluations” (the “Orange
Book”), published by the Agency.

A copy of the approved package insert for Corlopam® Injection
USP, 10 mg (base)/mL is available on the FDA Website at
http://www.fda.gov/cder/ogd/rld/labeling review_branch.html.

Please contact Jim Barlow, R.Ph., of our labeling review group
if you have further questions concerning the proposed labeling
for the product.


http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html

You may also contact Wénda Pamphile, Pharm.D., Project Manager,
(301) 827-5763 if you have further questions regarding the
status of your application.

Sincerely yours,

Gary Bu(_ hler 4/20 /a Y

Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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Pamehile, Wanda -

From: West, Robert L
“-nt: Friday, April 09, 2004 6:46 AM
: Pamphile, Wanda
Subject: RE: Corlopam (fenoldopam mesylate) approved for new ped use

Yes. Essentially, the approvable letter is reserved by OGD for those times when the
labeling is still up in the air.

Thanks,
Bob
--—---QOriginal Message----
From: Pamphile, Wanda
Sent: Thursday, April 08, 2004 3:46 PM
To: West, Robert L
Subject: RE: Corlopam (fenoldopam mesylate) approved for new ped use

Can we still issue an approvable latter without a labeling AP summary?

---—0Original Message-----

From: Waest, Robert L

Sent:. Thursday, April 08, 2004 3:26 PM

To: Pamphile, Wanda

Cc: Ames, Timothy W

Subject: FW: Coricpam (fenoldopam mesylate) approved for new ped use
Wanda:

F.Y.I. Regarding ANDA 76-582 for Bedford's ANDA. Please change the approval letter to
an approvable letter pending the agency's resolution of labeling.

See the attachment to my message below. It is an example of an approvable letter we
recently issued for Ribavirin Capsules where labeling issues were still unresolved.

We should still get this one out this month.

<< File: 76203.approvable.doc >>

Thanks,

Bob

=---=0riginal Messagg-----
From: Grace, John F
Sent: Thursday, April 08, 2004 10:59 AM
To: Rickman, William P
Cc: West, Robert L; Ames, Timothy W; Buehler, Gary J; Barlow, James T, Eng, Simon
Subject: Corlopam (fenoldopam mesylate) approved for new ped use

1



Approved 4/1/2004 for the use of Corlopam (fenoldopam mesylate) 10mg/mL Injection for the in-hospital, short-term
{up to 4 hours) reduction in blood pressure in
pediatric patients.

The exclusivity checklist recommends 3 years WH excius. We are starting the BPCA consult process now
<< File: corlopam >> << File; exclusivity checklist >>




Message Page 1 of 2

Pamphile, Wanda

From: Grace, John F

Sent:  Thursday, April 08, 2004 5:24 PM

To: 'Benyo, Laurel BVL-US-B'; Grace, John F; Barlow, James T

Cc: Rapp, Moily BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B
Subject: RE: Fenoldepam 76-582

correct we will advise on the language throughout labeling

From: Benyo, Laurel BVL-US-B [mailto:LBenyo@cle.boehringer-ingelheim.com]
Sent: Thursday, April 08, 2004 5:17 PM

To: 'Grace, John F'; Benyo, Laurel BVL-US-B; Barlow, James T

Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B

Subject: RE: Fenoldopam 76-582

So | need to wait for the Center to advise me what the new language should be, is that correct?

Sorry to appear so confused

Laurel Benyo

Regulatory Affairs Labeling Associate

Ben Venue Laboratories, Inc.

300 Northfield Rd.

Bedford, OH 44144

Direct Phone 440-201-3293

Fax Number 440-232-2772

Email "lbenyo@cle.boehringer-ingetheim.com”

----—-QOriginal Message-----

From: Grace, John F [mailto:GRACEJ@cder.fda.gov]

Sent: Thursday, April 08, 2004 4:58 PM

To: 'Benyo, Laurel BVL-US-B'; Grace, John F; Barlow, James T

Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B
Subject: RE: Fencldopam 76-582

Don't revise-your labeling yet. That new language is protected for 3 years

From: Benyo, Laurel BYL-US-B [mailto:LBenyo@cle.boehringer-ingelheim.com]
Sent: Thursday, April 08, 2004 4:.56 PM

To: 'Grace, John F'; Benyo, Laurel BVL-US-B; Barlow, James T

Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B

Subject: Fenoidopam 76-582

Mr Grace and Mr. Barlow:

Sorry, | overlooked the Precautions section in my enthusiasm. You are absolutely correct, | will make the
changes to the Pediatric Use subsection and submit new final printed labeling samples. Naturally, we will
also use these new inserts in our launch batch. As mentioned earlier in a telephone conversation with Mr.
Barlow, we packaged these "at risk” and the agency was understanding enough to allow us to launch one
lot before correcting the labels and cartons. We will, of course, remove the incorrect insert and replace
with the revised Precautions prior to launching any product.

4/12/2004


mailto:mailto:LBenyo@cle.boehringer-ingelheim.com
mailto:mailto:GRACEJ@cder.fda.gov
mailto:lbenyo@cle.boehringer-ingelheim.com
mailto:mailto:LBenyo@cle.boehringer-ingelheim.com

Message Page 2 of 2

Thank you for helping me out. Final printed labeling samples will be sent for review early next week.

Laurel Benyo

Regulatory Affairs Labeling Associate

Ben Venue Laboratories, Inc.

300 Northfield Rd.

Bedford, OH 44144

Birect Phone 440-201-3293

Fax Number 440-232-2772

Email ‘fbenyo@cle boehringer-ingelheim.com”

4/12/2004


mailto:fbenyo@cle.boehringer-ingelheim.com

Memorandum to the File
ANDA : 76-582

DRUG: Fenoldopam Mesylate Injection USP,
10 mg/ml;,, 1 mL and 2 mL vials

SUBJECT: Clarification of error on Microbiology Deficiencies Fax
Cover sheet sent to firm on October 10, 2003.

FIRM: Bedford Laboratories, Inc.
DATE: October 29, 2003

Please note that the fax cover sheet sent to the firm with
Microbiology deficiencies contained errors. The fax sheet stated
that the file on the application was closed with the issuing of
these Microbiology deficiencies. This is incorrect. Only the
issuance of Chemistry deficiencies can close the file on an
application. -

Therefore this memo should correct the file and clarify that the
cover sheet was sent to the firm in error, and the file on this
application should not be closed with the issuance of these
deficiencies.

In the future a corrected cover sheet will be used to issue
Microbiology deficiencies.

My apologies to the Document Room staff for this oversight.

Bonns IrYlo b 19/>3/03

Bonnie McNeal
Project Manager, Microbiology Team, OGD

cc: ANDA 76—5821/

Division file
HFD-617/TAmes

File: V:\FIRMSAM\Bedford\MEMOS\76582Micro.doc
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3 i addmon to respondmg to the defxmenczes presented above please note and e
i acknowledge the follomng comments m Your rcspﬂnse ' S i e gl

i .Piease prowde all ava.llable long-term drug product stablhty data (samples stored at .

condmons of room temperature and 2-8°C).

Your labehng information is found deficient. Labeling deficiencies also need to be
addressed in your reply.

Your bicequivalence information and steﬁﬁty assurance are pending review.
Deficiencies, if any, will be communicated separately,

All facilities referenced in the ANDA should have a satisfactory compliance
‘evaluation at the time of approval. We have requested an evaluation from the Office
of Compliance.

(b} (4)

Sincerely yours,

(ot ~ =7,

Rashmikant M. Patel, Ph.D.

Director '

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA# 76-582 FIRM NAME BEDFORD LABORATORIES

RELATED APPLICATION(S)NA  FIRST GENERIC? YES

DRUG NAME: FENOLDOPAM MESYLATE
DOSAGE FORM: INJECTION USP, 10 MG/ML 1 ML, AND 2 ML VIALS

Electronic Submission: NA E-mail notification sent: NA Comments: NA
Random Assignment Queue: Random 1 Chem Team Leader: Mueller, Al PM: Keister, Craig

Labeling Reviewer: Barlow, Jim Micro Review:. YES PD stmiy(Med Ofcr): NA

Letter Date DECEMBER 18, 2002 : Received Datg DECEMBER 19, 2002
Comments EC1 YES On Cards YES Therapeutic Code 1020100 ANTI-
HYPERTENSIVE AGENTS

Metheds Validation Package (3 copies)

(Required for Non-USP drugs) NG u‘)%,,
Archival, and Review copies
Field Copy Certification (Original Signature) YES

Cover Letter YES

Table of Contents YES

ACCEPTABLE
Sec. I | Signed and Completed Application Form (356h) X
(Statement regarding Rx/OTC Status) RX YES
Sec. I | Basis for Submission NDA: 19-922 I
RLD: CORLOPAM Firm: ABBOTT
ANDA suitability petition required?

[fyes, consult needed for pediatric study requirement.

Sec.III | Patent Certification

1. Paragraph: 1

2. Expiration of Patent:

A. Pediatric Exclusivity Submitted?

B. Pediatric Exclusivity Tracking System checked?
Exclusivity Statement YES NCE SEPTEMBER 23, 2002




Sec. IV

Comparison between Generic Drug and RLD-505(j)(Z)(A)
1. Conditions of use

2. Active ingredients l/,
3. Route of administration o

4. Dosage Form o
5. Strength

Sec. V

Labeling _—
1. 4 copics of draft (cach strength and container) or 12 copies of FPL 3

2. 1 RLD1abel and 1 RLD container label Cjk./

3. 1 side by side labeling comparison with all differences annotated and cxplained

Sec. VI

Bioavailability/Bioequivalence
1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) NO

2. Request for Waiver of In-Vive Study(ies): YES

3. Formulation data same? (Comparison of all Strengths) (Ophthalmics, Otics, Topicals Perenterals)
4. Lot Numbers of Products used in BE Study(ies): ?ﬁ.{.

5, Study Type: (Continue with the appropriate study type box below) ;

¢
e Se9t

IN-VIVO PK STUDY(IES) (i.c., fasting/fed/sprinkle) s

a. Study(ies) meets BE criteria (90% CI or 80-125, Cmax, AUC)
b. Data Files (Computer Media) Submitted
¢. In-Vitro Dissolution

IN-VIVO BE STUDY with CLINICAL ENDPOINTS

a. Properly defined BE endpoints (eval. by Clinical Team)

b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)

¢. Summmary results indicate superiority of active treatments (fest & reference) over vehicle/placebo
(p<0.05) (eval. by Clinical Team)

d. Data Files (Computer Media) Submitted

TRANSDERMAL DELIVERY SYSTEMS

a. In-Vivo PK Study
I. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC)
2. In-Vitro Dissolution
3. Data Files (Computer Media) Submitted

b. Adhesion Study

c. Skin Irritation/Sensitization Study




NASATLY ADMINISTERED DRUG PRODUCTS
a. Solutions (Q1/Q2 sameness):
1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Dug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)
b. Suspensions (Q1/Q2 sameness):
1. In-Vivo PK Study
a. Study(ies) meets BE Criteria (90% Cl or 80-125, Cmax, AUC)
b. Data Files {Computer Media) Submitted
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary results meet BE criteria (90% CILwithin +/- 20% or 80-120)
¢. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Tearm)
d. Data Files (Computer Media) Submitted
3. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES)
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%CI or 80-125)

s Al d-G

7
Components and Composition Statements
1. Unit composition and batch formulation __v_*": o

2. Inactive ingredients as appropriate o=

Raw Materials Controls

1. Active Ingredients
a. Addresses of bulk manufacturers
b. Type Il DMF authorization letters or synthesis
¢. COA(s) specifications and test results from drug substance mfgr(s)
d. Applicant certificate of analysis
¢. Testing specifications and data from drug product manufacturer(s)
f. Spectra and chromatograms for reference standards and test samples
g. CFN numbers

2. Inactive Ingredients
a. Source of inactive ingredients identified
b. Testing specifications (including identification and characterization)
c. Suppliers' COA (specifications and test results)
d. Applicant certificate of analysis

Sec.IX

Description of Manufacturing Facility
1, Full Address(es)of the Facility(ies)

2. CGMP Certification YES

3. CFN numbers




Sec. X

Outside Firms Including Contract Testing Laboratories
1. Full Address

2. Functions

3. CGMP Certification/GLP

(b) (4)

| 4. CFN numbers

Sec. XI

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (including MicrobialogicalValidation, if Appropriate)

2. Master Production Batch Record(s) for largest intended production runs (no more than 10x pilot batch)
with equipment specified et i

3 If sterile product:| ®)@)

4 Filter validation (if aseptic fill) {)

5. Reprocessing Statement

In-Process Controls

1. Copy of Executed Batch Record (Antibiotics/3 Batches if bulk product produced by fermentation) with
Equipment Specified, including Packaging Records (Packagine and Labeling Procedures). B%c%%
Reconciliation and Label Reconciliation '

2. In-process Controls - Specifications and data

See.

Container

1. Summary of Container/Closure System (if new resin, provide data)
2. Components Specification and Test Data (Type Il DMF References)
3. Packaging Configuration and Sizes

4, Container/Closure Testing

5. Source of supply and suppliers address

)

2§

Controls for the Finished Dosage Form
1. Testing Specifications and Data
2. Certificate of Analysis for Finished Dosage Form

el

Stability of Finished Dosage Form
1. Protocol submitted

2. Post Approval Commitments
3. Expiration Dating Period
4. Stability Data Submitted
a. 3 month accelerated stability data
b. Batch numbers on stability records the same as the test batch

B

e

Ly
Samples - Statement of Availability and Identification of:
1. Drug Substance
2. Finished Dosage Form
3. Same lot numbers

Environmental Impact Analysis Statement



http:Specifie.cl

Sec. | GDEA (Generic Drug Enforcement Act)/Other: 4
XVII | | Letter of Authorization (U.S. Agent [if needed, countersignature on 356h])
2. Debarment Certification (otiginal signaturs) YES
3. List of Convictions statement (original signature)

Reviewing
CSO/CST Recommendation:
i"fJM"(‘ N o MEEA % [ ] REFUSE to RECEIVE
fe, s ‘

Date: AN 2805

Supervisory Concurrence/Date:

Duplicate copy sent to bio; (Hold if RF and send when acceptable)

Duplicate copy to HFD- for consult: Type:

ADDITIONAL COMMENTS REGARDING THE ANDA:

Jhbott fd et 6 pol mw‘g
NCe cpred CV 2 /32’

OGD Form Revised 11/30/2001
MSWord Template revised: 8/7/2002
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BICEQUIVALENCE CHECKLIST FOR APPLICATION COMPLETENESS
First Generic ANDA

ANDA# Zé-ﬁgz FIRM NAME &Jr{-@uﬂl Labovatories
DRUGNAMEfflﬂcrcjofam imﬂ-"_ri{afe ﬂy‘aff‘m Us P iOmf)AL

DOSAGE FORM o+ 4 [¢elioms

Requested by:

Chief, Regulatory Support Team, (HFD-615)

Summary of Findings by Division of Bioequivalence

Study meets stztutory requirements N / A"

Study does NOT meet statutory requirements
Reason:

Waiver meets statutory requirements

Waiver does NOT meet statutory requirements

Reason:
RECOMMENDATION: _-/C(OMPLETE ___INCOMPLETE
Reviewed by:
Hociinh on N@m{,m Dok J== {4 =03

Reviewer

"! P """7 Date: ,/! i /“"W}
Team Leader/ J /
ﬂ%/ﬂ/w vue: _( /15 /02

Director, Division of Bioequivalence
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Page 1 of 1

Bartle, Margo L

From: Bartle, Margo L
Sent:  Thursday, January 09, 2003 11:02 AM

To: Ames, Timothy W; Fang, Florence S; Holcombe Jr, Frank O; Patel, Rashmikant M; Sayeed,
Vilayat A; Schwartz, Paul

Cc: Mueller, Albert J; Howard, Eda
Subject: first generic 76-582

FIRST GENERIC 76-582 FENOLDOPAM MESYLATE INJECTION USP, 10 MG/ML BEDFORD RECEIVED
12-19-2002

TEAM LEADER IS AL MUELLER
THANKS,

MARGO

1/9/03



Davis, Gregog S _

From: Parise, Cecelia M

‘Sent: Wednesday, December 18, 2002 11:15 AM

To: Buehler, Gary J; West, Robert L; Rickman, William P; Ames, Timothy W; Davis, Gregery S;
Hassall, Rita R; Hare, Donald B

Subjoct: Fw: [ e

Importance: High

FYl,

i

Cec

~—-Qriginal Message----—

From: Carmouze, Grace N

Sent: Wednesday, December 18, 2002 10:37 AM

To: Jenkins, John K; Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Ciampa, Alleen; Crescenzi, Terrie L;

Cummins, Susan; Dettelbach, Kim; Dickinson, Elizabeth; Hirschfeld, Steven I; Hixon, Dena R; Holovac, Mary Ann; Hukle, Linda C;
Iyasu, Solomon; Mathis, Lisa; Murphy Dianne; Murphy, Shiriey; Olnes, Susannah; Roberts, Rasemary; Rodriguez, William; Roman,
Dragos; Sachs, Hari; Sheridan, Philip; Vaid, Sonal; Phucas, Kristin

Ce: mdimlmmiumiﬁmbmlil%immmrmmmm . Douglas C; Robb, Melissa
Subject:

Importance: High

Dear Board Members,

Grace Carmouze

Regulatory Health Project Manager

Division of Pediatric Drug Development

Office of Connter-Tetrorism and Pediatric Drag Development
Center for Drug Evaluation and Research

Telephone: 301/827-7737

Fax: 301/827-7727
--—-Original Message-----

From: Jenkins, John K

Sent: ‘Wednesday, Da:emberll,20ﬂ2459m _ _ _ _

To: Carmouze, Grace N; Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Clampa, Aileen; Crescenzi, Terrie
L; Cummins, Susan; Dettelbach, Kim; Dickinson, Elizabeth; Hirschfeld, Steven I; Hixon, Dena R; Holovac, Mary Ann; Hukle,
Linda C; Iyasu, Solomon; Mathis, Lisa; Murphy, Dianne; Murphy, Shirley; Olnes, Susannah; Reberts, Rosemary; Rodriguez,
WIH[am, anan Dragos Sachs, Hari; Sheridan, Philip; Vaid, Sonat

Ce: i ; W ; Cecelia M; Varh,?aul Temple, Robert; Throckmorton, Douglas C

Subject: RE

Grace and others



John

—--Original Message—--

From: Carmouze, Grace N

Sent:  Friday, December 06, 2002 6:34 PM _

To: Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Ciampa, Aileen; Crescenzi, Terrie L; Cummins, Susan;
Dettelbach, Kim; Dickinson, Elizabeth; H'rsd‘\feld Steven I; Hixon, Dena R; Holovac, Mary Ann; Hukle, Linda C; Iyasu,
Solomon; Jenkins, John K; Mathis, Lisa; Murphy, Dianne; Murphy, Shirley; Olnes, Susannah; Roberts, Rosemary;

Rodriguez, William; Roman, Dragos; Sachs, Hari; Sheridan, Phlllp, Vaid, Sonal

Grace N; Angel, James; Hukle, Linda C; West RobartL Paﬂse,ceceilaM Varki, Paul

Attached is a memo from Dr. Avi Karkowsky sumtnarizing the information submitted by the sponsor

Because there are no pending ANDAs for fenoldopam, we may need to go beyond our 90-day
determination due date (12/19/02) to get this issue resolved.

I am waiting to hear back from the Division whether DSI will be notified of this situation.

Happy Friday!
<< [ >
Grace Carmouze
Regulatory Health Project Manager
Division of Pediatric Drug Development
Office of Counter-terrorism and Pediattic Drug Development:
Center for Drug Evaluaton and Research
Telephone: 301/827-7737
Fax: 301/827-7727



ANDA 76-582

Bedford Laboratories

Attention: Molly Rapp

300 Northfield Road

Bedford, OH 44146 3
|II!II]'I]'IIII!IIIl’l”lllll”,

Dear Madam:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Fenoldopam Mesylate Injection USP,
10 mg/mL, 1 mL and 2 mL vials

DATE OF APPLICATION: December 18, 2002
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 19, 2002

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Craig Kiester

Project Manager
(301) 827-5848

Singerely yours,

gy 3Lt

Wm P&tey Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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	Bedford Laboratories Attention: Molly L. Rapp 
	300 Northfield Road 
	Bedford, OH 44146 
	Dear Madam: 
	This is in reference to your abbreviated new drug 
	application (ANDA) dated December 18, 2002, submitted pursuant to Section 505(j) of the Federal Food, Drug, and 
	Cosmetic Act (the Act), for Fenoldopam Mesylate Injection USP, 10 mg (base)/mL, packaged in 10 mg (base)/l mL and 
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	Under Section S06A of the Act, certain changes in the conditions described in this abbreviated application require an approved supplemental application before the change may be made. 
	Post-marketing reporting requirements for this abbreviated application are set forth in 21 CFR 314.90-81 and 314.98. The Office of Generic Drugs should be advised of any change in the marketing status of this drug. 
	Promotional materials may be submitted to FDA for comment prior to publication or dissemination. Please note that these submissions are voluntary. If you desire comments on proposed launch promotional materials with respect to compliance with applicable regulatory requirements, we recommend you submit, in draft or mock-up form, two copies of both the promotional materials and package insert(s} directly to: 
	Food and Drug Administration 
	Food and Drug Administration 

	Division of Drug Marketing, Advertising, and Communications , 
	HFD-42 
	HFD-42 
	5600 Fishers Lane 
	Rockville, MD 20857 

	We call your attention to 21 CFR 314 . 81 (b) (3) which requires that materials for any subsequent advertising or promotional campaign be submitted to our Division of Drug Marketing, Advertising, and Communications (HFD-40) with a 
	completed Form FDA 2253 at the time of thei ·,initia~. 
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	NOC 55390-071-01 .1 ml Single-Dose Vial .

	FENOLDOPAM 
	FENOLDOPAM 
	MESYLATE INJECTION USP 
	. 10 mg/ml· 
	DILUTE PRIOR TO .IV INFUSION .
	Rx ONLY 
	IRft 
	Each ml contains, in aqueous sol~on, fenoldopam mesylate equivalent to fenoldopam 10 mg; sodium metabisul-Ille 1 n:ig; citric acid 
	3.44 mg; sodium citrate 
	0.61 mg; pro17f!ene glycol 518 mg; pH range of 
	2.8 to 3.8 . 
	Manufactured for: 
	Bedford laboratories™ Bedford, OH 44146 
	Manufactured by: Ben Venue Labs, Inc. Bedford, OH 44146 
	NOC 55390-071-01 .1 ml Single-Dose Vial .
	FENOLOOPAM 
	MESYLATE INJECTION USP 
	10 mg/ml 
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	DILlITE PRIOR TO .IV INFUSION .
	Rx ONLY 
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	55390-071-01 
	LOT 
	EXP 
	FDP-001 
	Usual Dosage: See package Insert. 
	Warning: Dilute before administering. Inspect visually for partrculate matter. 
	Store at 2• to so•c. Discard unused portion. 

	NOC 55390-071-01 .1 ml Slngle-Dose Vlal .
	FENOLDOPAM 
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	10 mg/ml 
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	DILUTE PRIOR TO .IV INFUSION .
	Rx ONLY 
	Rx ONLY 
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	55390-071 -01 
	55390-071 -01 
	LOT 
	EXP 

	Usual Dosage: See package Insert 
	Wamil'lg: Diiute. !:>efOre administering~Inspect visually for particulate matter. 
	Store at 2• to so•c. Discard unused portion. 
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	NOC 55390-072-01 .2 ml Single-Dose Vial .

	FENOLDOPAM 
	FENOLDOPAM 
	FENOLDOPAM 
	MESVLATE INJECTION USP 
	20 mg/2mL 
	20 mg/2mL 
	(10 mg/ml) 
	DILUTE PRIOR TO .IV INFUSION .
	Rx ONLY 
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	Usual Dosage: See package insert. 
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	Store at 2· to 30°C. Discard unused portion. 
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	FENOLDOPAM 
	MESYLATE INJECTION USP 
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	20 mgl'2 ml 
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	Each ml contains, in aqueous solution, tenoldopam mesylate equivalent to fenoldopam 10 mg; sodium metabisul­flte 1 mg; citric acid 
	3.44 mg; sodium citrate 
	0.61 mg; propylene gtycol 518 mg;pH range of 
	2.8 to 3.8. 
	Manufactured for: Bedford Laboratories' "' Bedford, OH 44146 
	Manufactured by: Ben Viinue Lab&, Inc . Bedford, OH 44146 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	APPLICATION NUMBER:. 
	ANDA 76582. 
	LABELING REVIEWS. 
	LABELING REVIEWS. 

	APPROVAL SUMMARY .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .

	ANDA Number: 76~582 Date of Submission: August 12, 2004 Applicant's Name: Bedford Laboratories Established Name: Fenoldopam Mesylate Injection USP, 10 mg/ml 
	APPROVAL SUMMARY 
	1. 
	1. 
	1. 
	Do you have 12 Final Printed Labels and Labeling? Yes 

	2. 
	2. 
	CONTAINER -1 ml and 2 ml single-dose vials 


	Satisfactory In final print as of the August 12, 2004 submission (See blue jacket volume 3.1) 
	Satisfactory In final print as of the August 12, 2004 submission (See blue jacket volume 3.1) 

	3. CARTON 
	Satisfactory in final print as of the August 12, 2004 submission. (See blue jacket volume 3.1) 
	Satisfactory in final print as of the August 12, 2004 submission. (See blue jacket volume 3.1) 

	4. PACKAGE INSERT 
	Satisfactory in final print as of the August 12, 2004 submission_ (See blue jacket volume 3.1) 
	Satisfactory in final print as of the August 12, 2004 submission_ (See blue jacket volume 3.1) 

	5. Revisions needed post-approval: None 
	6. Patent Data: 
	Patent Data -NOA 19-922 
	Patent No. 
	Patent No. 
	Patent No. 
	Patent Exs>lratlon 
	Use Code 
	Description 
	HowFlied 
	Labelino lmoact 

	TR
	None 
	There are no unexpired parents for this oroduct in the Oranoe Book Database. 
	NIA 
	None 


	Exclusivity Data-NOA 19-922 
	Code 1-422 
	Code 1-422 
	Code 1-422 
	Reference INDICATED FOR THE IN-HOSPITAL SHORT­TERM (UP TO 4HOURS} REDUCTION IN BLOOD PRESSURE IN PEDIATRIC PATIENTS 
	Exoiration 4/1/07 
	Labeling lmoact Carved Out and substituted with Pediatric Division/New Drug Division and OGO recommended statements 


	BASIS OF APPROVAL: 
	Was this approval based upon a petition? No 
	What is the RLD on the 356{i1) form: Corlopam® Injection 
	NDA Number: 19-922 
	NOA Drug Name: Cortopam® Injection 
	NOA Firm: Abbott Laboratories; N 19-922/SE-005; Approved April 1, 2004 
	Date of Approval of NOA Insert and supplement: Approved April 1, 2004, N 19-922/SE-005 
	Has this been verified by the MIS system for the NOA? Yes 
	Was this approval based upon an OGD labeling guidance? No 
	Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed drug, 
	Corlopam® Injection. 
	*•*********** FIRST GENERIC *********~*************************** FOR THE RECORD: 
	1 _ The labeling submitted by the firm was based on the most recently approved labeling for this drug product. Labeling was recently approved on April 1, 2004 for the RLD. 
	2. Patent/ Exclusivities: Patent Data -NOA 19-922 
	2. Patent/ Exclusivities: Patent Data -NOA 19-922 
	ExcluslvJty Data-NOA 19-922 

	P&tentNo. Patent Euiratlon Use Code Description How flied Labelina lmDact None There are no unexpired patents for this N/A None product in the OranQe Book Database. 
	-.
	-.

	4. .
	4. .
	4. .
	4. .
	Product Line: The Innovator markets their product in two ampule sizes. 1 ml and 2 ml ampules utilizing the concentration of 10mg/ml. 

	The applicant proposes to market their product in 1 ml and 2 ml vials utilizing the 10 mg/ml .concentration as wen. .

	5. .
	5. .
	Inactive Ingredients: The listing ofInactive ingredients in the DESCRIPTION section of the package insert appears to be consistent with the listing of inactive ingredients found in the statement of components appearing on page 66, Vol. A. 1.1. 


	6 . .Container/Closure(See page 0596 In Vol. A.. 1.2) Containers: Type 1 glass container Closure:BVL stopper with flip-0ff seal 
	7. .All manufacturing will be done by Ben Venue Laboratories for Bedford Laboratories, Inc. (See pg. 00112 in vol. A. 1.1) 
	Code 
	Code 
	Code 
	Reference 
	n 
	I .Ju.ARA lmnact 

	1-422 
	1-422 
	INOICATED FOR THE !~OSPITALSHORT-TERM (UP TO 4HOURS) REDUCTION IN BLOOD PRESSURE IN PEDIATRlC PATIENTS 
	4/1/07 
	Carved OUt and subsntuted With Padialric Divl8ion/New Drug Olv!slon and OGD recommended statements 


	3. .Storage/Dispensing Conditions: NOA: Store at 2° to 30"C. ANDA: Store at 2° to 30"C. Discard unused ooctlon 
	(b)(4) 
	(b)(4) 

	Date of RJJvtew: 812i/04 Primary Reviewer: Jim Bartow_ Team Leader: John G · cc: ANDA: 7 2 
	DUP/DIVISION FILE HFD-613/JBarlow/JGrace (no cc) V:\FIRMSAM\BEDFORO\L TRS&REV\76582ap.s.doc Review 
	DUP/DIVISION FILE HFD-613/JBarlow/JGrace (no cc) V:\FIRMSAM\BEDFORO\L TRS&REV\76582ap.s.doc Review 
	REVIEW OF PROFESSIONAL LABELING .DMSION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .

	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	76-582 

	Date of Submission: 
	Date of Submission: 
	March 19, 2004 

	Applicant's Name: 
	Applicant's Name: 
	Bedford Laboratories 

	Established Name: 
	Established Name: 
	Fenoldopam Mesylate Injection USP, 10 mg/ml 


	Laballng Deficiencies: 
	GENERAL COMMENTS ­On Aprll 1, 2004, New Patient Population labeling was approved for the RLD, Corlopam® .(NOA 19-922/SE-005). The Agency defers comments at this time, but will advise your firm of the new .labeling language after further review. .
	Prior to approval, it maybe necessary to further revise your labeling subsequent to approved changes for .the reference-listed drug. In order to keep your ANDA current, we suggest that you subscribe to the daily .or weekly updates of new documents posted on the CDER web site at the following address ­
	http://www.fda.gov/cder/cdernew/listserv.html 
	http://www.fda.gov/cder/cdernew/listserv.html 
	http://www.fda.gov/cder/cdernew/listserv.html 


	To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed labeling with your last submission with all differences annotated and explained. 
	IJ A 
	IJ A 
	I
	u~~l.. !~ iilrr'-' 
	!ml 

	,, I
	I 
	Wm. Peter Rickman Director Division of Labeling and Program Support Office of Generic Drugs Center for Drug Evaluation and Research 

	REVIEW OF PROFESSIONAL LABELING CHECKLIST .
	v.. 
	v.. 

	No 
	Figure

	NA x 
	NA x 
	Figure

	EstabHshed Name 

	Figure
	Different name than on acceptance to file letter? 
	Figure
	la this product a USP Item? Ifso, USP supplement In which verification was'assured. USP 24 
	x 
	x 

	Figure
	la this name different than that used In the Orange Book? 
	x 
	x 

	Figure
	If not USP, has the product name been proposed In the PF? 
	x 
	x 

	Figure
	. ! 
	. ! 
	'• 

	.: " Has the firm proposed a proprietary name? Ifyes, complete this subsection. Error Prevention Ana1Y9ls 
	.. 
	.. 

	Figure
	x 
	x 

	Figure
	Doyou find the name objectionable? List reasons In FTR, Ifso. Consider: Misleading? Sounds 
	x 
	x 

	or looks like another name? USAN stem present? Prefix or Suffix present? .Has the name been forwarded tothe Labeling and Nomenclature Commfttee? Ifso, what were .
	Figure
	x 
	x 

	the recommendations? lfthe name was unacceptable, has the firm been notified? 
	Figure
	··... ~
	··... ~
	.. 

	Packaging 
	.. Is this a new packaging configuration, never been approved byan ANDAorNOA? Ifyn, "· 
	Figure
	x 
	x 

	describe In FTR. .Is this package size mismatched with the recommended dosage? Ifyes, the Polson Prevention .
	Figure
	x 
	x 

	Act may require a CRC. .Doe. the package proposed have anysafety and/or regulatory concerns? .
	Figure
	x 
	x 
	x 
	x


	Figure
	If IV product packaged In syringe, could there be adverse patient outcome ifgiven by direct IV Injection? 
	Figure
	Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the 
	x 
	x 

	packaging configuration? .Is the strength an.dforconcentration ofthe product unsupported bythe Insert labeling? .
	Figure
	x 
	x 

	Figure
	Is the color ofthe container (I.e. the color ofthe cap ofa mydrlatlc ophthalmic) or cap Incorrect? 
	x 
	x 

	Figure
	lndMdual cartons required? Issues for FTR: Innovator lndiVldually cartoned? Ught sensitive 
	x 
	x 

	productwhich might require cartoning? Mustthe package Insertaccompanythe product? Are there any other safety concerns? 
	Figure
	x 
	x 

	Figure
	... .·.·· 
	... .·.·· 
	~ 
	. 
	.:'~:· ·..
	."',,.·A.

	Labellng 
	:"·=·.\· t~, :· 
	:"·=·.\· t~, :· 
	• 

	,; ' ..~~· 1·· ··. '):.· la the name of the drug unclear in print or lacking In prominence? (Name should be the most 
	Figure
	x 
	x 

	prominent Information onthe label). .Hu applicant failed to clearly differentiate multiple product strengths? .
	Figure
	x 
	x 

	Figure
	Is the corporate logo larger than 113 container label? (No regulaUon ·see ASHP guidelines) 
	x 
	x 

	Figure
	Labellng(continued) 
	Yes 
	Yes 
	No 

	NA . Does RLD make special differentiation for this label? (I.e., Pediatric strength vsAdult; Oral 
	Figure
	x 
	x 

	Solution vs Concentrate, Warning Statements that might be In redfor the NOA) .Is the Manufactured by/Distributorstatement Incorrect or falsely Inconsistent between labels .
	Figure
	x 
	x 

	and labeling? Is "Jointly Manufactured by..•", statement needed? 
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Sect
	Figure

	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Sect
	Figure

	Figure
	Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? 
	x 
	x 

	Hasthe firm failed to adequatelysupport compatlbllltyor stability claims which appear in the Insert labeling? Note: Chemist should conftnn the data has been adequately supported. .. .. 
	..
	..

	Scoring: Describe scoring configuration of RLD and applicant (page #) In the FTR 
	A 
	A 

	Is the scoring configuration different than the RLD? 
	x
	x

	Has the firm failed to describe the scoring In the HOW SUPPLIED section? 
	' .,;"':. ... 
	' .,;"':. ... 
	1 •• :~. :

	Inactive Ingredients: (FTR: List page # in appllcatlon where lnactlves are listed) 
	Doea the product contain alcohol? Ifso, has the accuracy ofthe statement been confirmed? 
	x 
	x 

	Do any ofthe lnactlves differ In concentration for this route ofadministration? 
	x 
	x 

	Any adverse effects anticipated from lnactlves (I.e., benzyl alcohol In neonates)? 
	x 
	x 

	la there a discrepancy in lnactlvas between DESCRIPTION and the composition statement? 
	x 
	x 

	Has the term "other ingredients" been used to protect a tradesecret? Ifso, Is claim supported? 
	x 
	x 

	Failure to list the colorlng agents Ifthe composition statement llsts e.g., Opacode, Opupray? 
	x 
	x 
	x 
	x


	Failure to list gelatin, colorlng agents, antimicrobials for capsules In DESCRIPTION? 
	Failure to Ust dyes In Imprinting Inks? (Coloring agents e.g., Iron oxides need not be listed) 
	x 
	x 
	..

	USP Issues: (FTR: List USP/NOA/ANDA dispensing/storage recommendations) 
	USP Issues: (FTR: List USP/NOA/ANDA dispensing/storage recommendations) 
	... 

	Do container recommendations fall to meet or exceed USP/NDA recommendations? Ifso, are the recommendations supported and Is the difference acceptable? 
	Does USP have labeling recommendations? Ifany, does ANDAmeet them? 
	x 
	x 

	Is the product light sensitive? Ifso, Is NDAand/orANDA In a light resistant container? 
	x 
	x 

	Failure ofDESCRIPTION to meet USP Description and Solubility lnformatton? Ifso, USP Information should be used. However, only Include sorvents appearing In Innovator labeling. 
	' 
	' 
	. 


	'''·. ,_. Bloequlvalence Issues: (Compare bloequlvalency values: Inserttostudy. UstCmax, Tmax, T 
	: 112 and date study acceptable) 
	... ·.. .-,,
	... ·.. .-,,
	·'­
	x x 

	Insert labeling references a food effectora no-effect? Ifso, was a food study done? 
	Has CLINICAL PHARMACOLOGY been modified? Ifso, brieflydetail where/why, 
	Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification ofthe latest Patent or Excluslvlty. List expiration date for all patents, excluslvltlea, etc. or Ifnone, please state. 
	************* FIRST GENERIC ************************************* 
	FOR THE RBCORD: 
	1. .
	1. .
	1. .
	The labeling submitted by the firm was based on the most recently approved labeling for this drug product. Labeling was recently approved on April 1, 2004 for the RLD. The Agency will advise the firm at a later date. 

	2. .
	2. .
	Patent/ Excluslvitles: 

	3. .
	3. .
	Storage/Dispensing Conditions: NOA: Store at 2° to 30°C. ANDA: Store at 2° to 30°C. Discard unused portion 


	Patent Data -NOA 19-922 
	Pat.ent-No. 
	Pat.ent-No. 
	Pat.ent-No. 
	Patent 
	!ration 
	Use Code 
	Descrl 
	HowFlied 

	TR
	None 
	There are no unexpired patents forttlls 
	NIA 

	TR
	roduct in 1he Oran 
	Book Database. 


	Figure
	Exclusivity Data-NOA 19-922 Code Reference ExDlration J.abeUna lmnact 1-422 Pending in Orange Book (NPP information) 4/1/{)7 Carved Out 
	~~~-~-----------------.(6)(.f) 
	4. .
	4. .
	4. .
	4. .
	Product Line: The innovator ma.rkets their product in two ampule sizes. 1 ml and 2 ml ampules utilizing the concentration of 10mgfmL. 

	The appllcant proposes to market their product in 1 ml and 2 ml vials utilizing the 1Om~mL .concentration as well. .

	5. 
	5. 
	Inactive Ingredients: The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be consistent with the listing of Inactive ingredients found in the statement of components appearing on page 66, Vol. A. 1.1. 

	6. Container/Closure(See page 0595 in Vol. A 1.2) Containers: Type 1 glass container Closure:BVL stopper with ftip-off seal 
	6. Container/Closure(See page 0595 in Vol. A 1.2) Containers: Type 1 glass container Closure:BVL stopper with ftip-off seal 
	.. 


	7. .
	7. .
	All manufacturing will be done by Ben Venue Laboratories for Bedford Laboratories, Inc. (See pg. 00112 in vol. A. 1.1) 


	Date of Review: 4/21/04 _ ~IDate of Su.bmission: 3/19/04 Primmy Reviewer: Jim Bario Date: ~"\ 
	Team Leader: John Grace Date: 
	cc: 
	ANDA: 1s-sa2 .Cf)~ ulv..~I~'4 
	ANDA: 1s-sa2 .Cf)~ ulv..~I~'4 
	DUP/OIVISION FILE .-lj. --,{: J• f: 

	HFD-613/JBariow/JGrace (nocc) .~ Ot~ ~· 
	V:\FIRMSAM\BEDFORD\LTRS&REV\76582na3.l.doc -,. &. 
	V:\FIRMSAM\BEDFORD\LTRS&REV\76582na3.l.doc -,. &. 
	Review 

	Figure
	REVIEW OF PROFESSIONAL LABELING · DIVISION OF LABELING AND PROGRAM SUPPORT LABELING REVIEW BRANCH · . 
	REVIEW OF PROFESSIONAL LABELING · DIVISION OF LABELING AND PROGRAM SUPPORT LABELING REVIEW BRANCH · . 

	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	76-582 

	Date of Submission: 
	Date of Submission: 
	December 18, 2002 

	Applicant's Name: 
	Applicant's Name: 
	Bedford Laboratories 

	Established Name: 
	Established Name: 
	Fenoldopam Mesytate Injection USP, 10 mg/ml 


	Labeling Deficiencies: 
	1. CONTAINER -1 ml and 2 ml single-dose vials 
	a. Front Panel: Revise your expression of strength format to be the same as the RLD. The RLD has expressed the total drug contents and the concentration with the total drug contents in the color differentiation boxes as follows ­
	io·-m---1 
	io·-m---1 
	l

	·-·-9. 
	(10 mg/ml) .AND .
	1omg 
	!

	(10 mg/ml) 

	b. Relocate the " Dilute before administration" statement directly beneath the expression of strength on the front panel of the label -· 
	lxxmg I 
	lxxmg I 
	(xxmg/mL) 
	DILUTE BEFORE ADMINISTRATION .Rx only .

	c. 
	c. 
	c. 
	c. 
	Side panel; We encourage you to revise to read as follows ­xx ml single-dose vial .


	d. 
	d. 
	Side panel; Please revise to Include the statement "Discard unused portion" on your labels. 


	2. CARTON 
	a. 10 mg/ml (1 ml vial); Front panel-
	a. 10 mg/ml (1 ml vial); Front panel-
	We encourage you to revise to read as follows ­1 ml single-dose vial .
	b. 20 mg vial (2 ml vial); Front panel ­
	We encourage you to revise to read as follows ­2 ml single-dose vial .
	c. See comments 1.(a.) and 1.(d.) listed above for requested revisions. 

	3. .PACKAGE INSERT 
	a. .
	a. .
	a. .
	a. .
	DESCRIPTION .Revise your molecular weight to read "401 .87" to be in accord with the USP. .

	b. .
	b. .
	INDICATIONS AND USAGE .Fenoldopam mesylate injection ... .

	c. .
	c. .
	PRECAUTIONS .Revise subsection title to read as follows -{Delete 'Teratogenic Effectsj .


	Pregnancy: Pregnancy Category B. 

	d. .DOSAGE AND ADMINISTRATION I Substitute afenoldopam mesylate" throughout the text with "fenoldopam mesylate Injection" 
	ii. .Fifth paragraph; second sentence ­Oral antihypertensive agents can... .
	ii. .Fifth paragraph; second sentence ­Oral antihypertensive agents can... .

	Please revise your labels and labeling, as instructed above, and submit in final print or draft if you prefer. 
	Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for the reference listed drug. We suggest that you routinely monitor the following website for any approved changes-http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html 
	To facilitate review ofyour next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed labeling with your last submission with all differences annotated and explained. 
	Peter Rickman .ctor .
	Peter Rickman .ctor .
	ivision of Labeling and Program Support Office of Generic Drugs Center for Drug Evaluation and Research 
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	Figure
	Figure
	Figure
	Figure
	Sect
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	Figure
	Sect
	Figure

	Figure
	Sect
	Figure

	Figure
	Eatabll&hed Name 
	Eatabll&hed Name 

	:.No "" 
	: 

	ti.A.
	ti.A.
	·r"· 
	x

	Different namethan on aeceptanceto file letter? 
	Figure
	Isthis product a USP Item? Ifso, USP supplement Inwhichverlffcatlon waanured. USP24 
	x 
	x 

	la this name dlffwantthan that uaed In the Orange Book? 
	x 
	x 

	Figure
	Figure
	If notUSP, hasthe productname been proposed In the PF? 
	x 
	x 
	r·· ;:~, ...·:.. •, .·°'"/::.~ 

	Figure
	Error Prevention Analysis 
	Error Prevention Analysis 
	)_;~~;~~ 

	f:. ~ '"h . Has the flnn proposed a proprletaf)' name? Ifyes, complete this subsection. 
	Figure
	x 
	x 

	Figure
	Do youfind the name objecttonable? Ll$t reasons In FTR. Ifso. Consider: Misleading?Sounds 
	x 
	x 

	or loonIlk• another name? US.AH stern present? Prefix orSuffix present? .Haa the name been forwarded to the Labeling and Nomenclature COmmittee? If$0, what were .
	Figure
	x 
	x 

	the recommendations? Ifthe namewu unacceptable, hasthe firm been notified? 
	.... .. 
	.... .. 
	•' ~' 
	·~
	. 

	"' 
	~: ;;.

	Packaging 
	" 
	" 
	i\J • 
	:,-;· 
	··=: 
	" 


	Is this a new packaging conftgutatlon, never been approved byan ANDAor NOA? Ifyes, 
	x 
	x 

	describe in FTR. .Is this package size mismatched with the recommended d~qe? Ifyes,the Polson PrevenUon .
	x 
	x 

	Ac:t may require a CRC. .Does the package propo9ed have anysafetyand/orregulatory concema? .
	x x
	x x

	IftVproduct pad{aged In syringe, could there be adverM pat141nt outcome ifgiven bydirect 'N lnJectk>n? 
	Conflict between tlte DOSAGE AND.ADMINISTRATION and INDICATIONS sections and the 
	x 
	x 

	packaging configuration? .Is thestrengthand/orconcentration ofthe produ~unsupported bythe Insert labeling? .
	x 
	x 

	Ja the color ofthe container(I.e. the color ofthe cap ofa mydriatlc ophthalmic) orcap Incorrect? 
	x 
	x 

	lndlYldual cartons required? lasuu for FTR: Innovator lndlvldually car1onad? Ugttt aena1tfve 
	x 
	x 

	productwhk:h mightrequire cartoning? Must the package Insert accompanythe product? Are there anyother safetyconcerns? 
	x 
	x 
	.. 
	, ·.... 
	... 
	' ..;~'.~ 
	''.~~;,-. .. 
	.. ~ ~ :.

	Labeling 
	" 
	" 

	.. •,, ..· Is thename ofthe drug unclear In print or lacking In prominence? (Name should bethe most 
	.. ' 
	.. ' 
	x 

	prominent Information on the label). .Has applicantfatted to clearly differentiate multiple productstrengths? .
	x 
	x 

	Is the corporate logo largerthan 113 container tabel? (No regulation • see ASHP guidellnH} 
	x 
	x 

	Labeling(contlnuad) ·v .... 
	No 
	No 

	M.A. Does RLD makespecial differentiation for this label? (I.e., Pedlatr1c strength Ya Adult; Oral 
	x 
	x 

	Solution vs Concentrate, Warning Statementsthat mightbe In red for ttt. NOA) 1$ the Manufactured by/Disfl'ibutoratatement lncorract orfalsely Inconsistent betw..,i labela 
	x 
	x 

	and tabenng? Is "Jointly Manufactured by... ".statement needed? .Fallweto describe solld oral dosage form Identifying marting& In HOWSUPPLIED? .
	x 
	x 
	x 
	************* PIRST GBNERIC ************************************* 


	Has th&firm failed to adequatelysupport eompatlbffltyoratabllltyctalms which appear In the Insert labeling? Note: Chemist should confirm the data has been adequately supported. Scoring: Describe scoring configuration ofRLD and applicant(page#) In the FTR Is the seoting configuration differentthan tMRLD? 
	Has th&firm failed to adequatelysupport eompatlbffltyoratabllltyctalms which appear In the Insert labeling? Note: Chemist should confirm the data has been adequately supported. Scoring: Describe scoring configuration ofRLD and applicant(page#) In the FTR Is the seoting configuration differentthan tMRLD? 
	Has th&firm failed to adequatelysupport eompatlbffltyoratabllltyctalms which appear In the Insert labeling? Note: Chemist should confirm the data has been adequately supported. Scoring: Describe scoring configuration ofRLD and applicant(page#) In the FTR Is the seoting configuration differentthan tMRLD? 
	' 
	' 
	. 
	.. ... 
	:·~~Jt~'.i. A 

	Has the firm flllled to describethe acot1ng Intti. HOW SUPPLIED section? Inactive lngntdlenta: (FTR: List page#In application where lnadlves are listed} 
	Has the firm flllled to describethe acot1ng Intti. HOW SUPPLIED section? Inactive lngntdlenta: (FTR: List page#In application where lnadlves are listed} 
	·. .·, , 
	x .Ji{::{: 

	Does the productcontain a~ohol? Ifao, hH the accuracy ofthe statementbffnc:onflnned? 
	Does the productcontain a~ohol? Ifao, hH the accuracy ofthe statementbffnc:onflnned? 
	x 

	Do anyofthe lnactlves differ In concentration for this routeof adminlsttatlOn? 
	Do anyofthe lnactlves differ In concentration for this routeof adminlsttatlOn? 
	x 

	Any adverse effects antldpated from lnactlves (I.e., benzyl alcohol In neonates)? 
	Any adverse effects antldpated from lnactlves (I.e., benzyl alcohol In neonates)? 
	x 

	Is there a di9crvpaney In lnactivea between DESCRIPTION andthe composition statement? 
	Is there a di9crvpaney In lnactivea between DESCRIPTION andthe composition statement? 
	x 

	Huthe term "other Ingredient." been used to protecta trade aecret? ff so, Is claim supported? 
	Huthe term "other Ingredient." been used to protecta trade aecret? ff so, Is claim supported? 
	x 

	Failure to llltthe coloring agenta Ifthe composttlon statement llata e.g., Opacocle, Opaspray? 
	Failure to llltthe coloring agenta Ifthe composttlon statement llata e.g., Opacocle, Opaspray? 
	x 

	Failureto llstgelatin, coloring agents, antlmlcroblala for capsula In DESCRIPTION? 
	Failureto llstgelatin, coloring agents, antlmlcroblala for capsula In DESCRIPTION? 
	x 

	Failureto list dyes Jn Imprinting Inks? (Coloring agents e.g., iron oxides need not be llated) . USP lsaues: (FTR: List USP/NDA/ANDA dlapenslng/storage recommendations) 
	Failureto list dyes Jn Imprinting Inks? (Coloring agents e.g., iron oxides need not be llated) . USP lsaues: (FTR: List USP/NDA/ANDA dlapenslng/storage recommendations) 
	... '"•'.. 
	.. 
	.. ' ' ~· 
	x :f~::· · ·~.:~· 

	Do container recommendations fall lo meet orexceed USP/NOA recommendat!Olls? Ifao, ere the recommendations supported and Is the difference acceptabfe? 
	Do container recommendations fall lo meet orexceed USP/NOA recommendat!Olls? Ifao, ere the recommendations supported and Is the difference acceptabfe? 

	Does USP have labeling recommeodatlons? If any, aces ANDAmeet them? 
	Does USP have labeling recommeodatlons? If any, aces ANDAmeet them? 
	x 

	Isthe produet llghtsensitive? Ifso, la NOAand/orANDA In a light resistant container? 
	Isthe produet llghtsensitive? Ifso, la NOAand/orANDA In a light resistant container? 
	x 

	Failure of DESCRIPTION to meetUSP Description and Sofublllty Information? ffso, USP lnf'ormatlon should be used. However, only Include solvents appearing In Innovatorlabeling. Bloequlvalence Issues: (Compare bloequlvalencyvaJues: Insertto study. uat Cmax, Tmax, T 112 and date study acc.ptable) 
	Failure of DESCRIPTION to meetUSP Description and Sofublllty Information? ffso, USP lnf'ormatlon should be used. However, only Include solvents appearing In Innovatorlabeling. Bloequlvalence Issues: (Compare bloequlvalencyvaJues: Insertto study. uat Cmax, Tmax, T 112 and date study acc.ptable) 
	: : .. . fJ ...... \ >, I ~/ :,':-·~· --~ ::/: ~ ... .. .. -~ ' ·!':I-: ...... .. 


	Insert labellng references a food effect ora no«fect? ffso, was a food studydone? 
	Insert labellng references a food effect ora no«fect? ffso, was a food studydone? 
	Insert labellng references a food effect ora no«fect? ffso, was a food studydone? 
	x 

	Has CLINICAL PHARMACOLOGY been modified? Ifso, brieflydatall where/why. 
	Has CLINICAL PHARMACOLOGY been modified? Ifso, brieflydatall where/why. 
	x 

	PatentlExclualvlty Issues?: FTR: Check the Orange Book edition or cumulative supplementfor verlftcatlon ofthe latest Patent or Exclualvlty. Ust expiration date for all patents, exclusivities, etc. or ifl'IOne, please state. 
	PatentlExclualvlty Issues?: FTR: Check the Orange Book edition or cumulative supplementfor verlftcatlon ofthe latest Patent or Exclualvlty. Ust expiration date for all patents, exclusivities, etc. or ifl'IOne, please state. 


	FOR THE RECORD: 
	1. .
	1. .
	1. .
	The labeling submitted by the firm was based on the most recently approved labeling for this drug product. Labeling was recently approved on December 15, 1997 for the RLD. 

	2. 
	2. 
	Patent/ Exclusivities: Patent Data -NOA 19-922 


	Patent No. Nooe 
	Patent No. Nooe 
	Patent No. Nooe 
	ration 
	Use Code None 
	Descti Thereare no unexpired patents tor thls oduct in the Oran eBook Database. 
	HowFlied NIA 
	Labelln Im None 


	ExcJuslVlty Data-NOA 19-922 
	Code 
	Code 
	Code 
	Reference 
	ExOiratlon 
	Labellna Impact 

	None 
	None 
	There is no unexpired exclusivityfor tf'tls product irt the Orange Book Database. 
	NIA · 
	None 


	3. .Storage/Dispensing Conditions: 
	NOA: Store at 2° to 30"C. .ANDA: Store at2° to 30°C.._____________________-.<bll.ifl .
	4. .Product Line: The innovator markets their product In two ampule sizes. 1 ml and 2 ml ampules utilizing the concentratlon of 10mg/ml. 
	The applicant proposes to market their product in 1 ml and 2 ml vials utilizing the 10 mg/ml .concentration as well. .
	5. .
	5. .
	5. .
	Inactive Ingredients: The listlng of inactive ingredients in the DESCRIPTION section of the package insert appears to be consistent with the listing of inactive ingredients found in the statement of components appearing on page 66, Vol. A. 1.1. 

	6. .
	6. .
	Container/Closure(See page 0595 in Vol. A .. 1.2) Containers: Type 1 glass container Closure:BVL stopper wlth flip-off seal 

	7. .
	7. .
	All manufacturing wlll be done by Ben Venue Laboratories for Bedford Laboratories, Inc. (See pg. 001121nvol.A.1.1) 


	Date of Review: 2121/03 Date of Submission: 12/18/02 Primary Reviewer: Jim Bari 
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	APPLICATION NUMBER:. 
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	CHEMISTRY REVIEWS. 
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	Chemistry Review Data Sheet .
	1 . . ANDA 76-582 
	2. REVIEW #: 4 
	REVIEW DATE: August 10, 2004 August 26, 2004 
	4. 
	4. 
	4. 
	REVIEWER: Bing Cai, Ph.D. 

	5. 
	5. 
	PREVIOUS DOCUMENTS: 


	Submission(s) Reviewed 
	Submission(s) Reviewed 
	Bedford 
	Original Submission .Amendment .Amendment .Amendment .Amendment (microbiology) .Amendment (Labeling) .Amendment (Labeling) .
	FDA 
	Acceptable for Filling (Dec-19-2002) Labeling review (lst cycle) CMC, NA letter Bio, Satisfactory CMC NA Letter Micro Deficient CMC/Minor Satisfactory Approvable Letter 

	6. SUBMISSION(S) BEING REVIEWED: 
	Submission(s) Reviewed .Amendment (minor) .Amendment (minor) .
	Submission(s) Reviewed .Amendment (minor) .Amendment (minor) .
	Document Date 
	Dec-18-2002 Aug-18-2003 Aug-18-2003 Aug-25-2003 Nov-14-2003 Feb-03-2004 Aug-12-2004 
	Jan-23-2003 Feb-26-2003 May-29-2003 Jun-19-2003 Nov-10-2003 Jan-15-2004 Apr-15-2004 Apr-20-2004 
	Docwnent Date Jul-09-2004 Jul-27-2004 
	Page 3of15 
	Chemistry Review Data Sheet 

	7. .NAME & ADDRESS OF APPLICANT: 
	Name: Bedford. Laboratories Address: 300 Northfield Road Bedford, OH 44146 Representative: Molly L. Rapp Telephone: 440-201-3576 
	Name: Bedford. Laboratories Address: 300 Northfield Road Bedford, OH 44146 Representative: Molly L. Rapp Telephone: 440-201-3576 

	8. .DRUG PRODUCT NAME/CODE/TYPE: 
	a) Proprietary Name: NIA b) Non-Proprietary Name (USAN): Fenoldopam Mesylate 
	9. .
	9. .
	9. .
	LEGAL BASIS FOR SUBl\flSSION: ·505 (j) Paragraph I Certification is provided on page 5. 

	10. 
	10. 
	PHARMACOL. CATEGORY: Rapid-acting Vasodilator 11~ DOSAGE FORM: Liquid Injectable 


	12. 
	12. 
	12. 
	S1RENG1H/POTENCY; 10 mg/mL, 1ml/vial,10 mg/mL, 2 ml/vial 

	13. .
	13. .
	ROUTE OF ADMINISTRATION: Intravenous Infusion 

	14. 
	14. 
	Rx/OTC DISPENSED: x Rx OTC 

	15. .
	15. .
	SPOTS {SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 


	__SPOTS product -Form Completed .Not a SPOTS product .
	__SPOTS product -Form Completed .Not a SPOTS product .
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	product not only contains the same active ingredients as fue innovator's product 
	but its formulation is Ql/Q2 to the innovator's product. The route of 
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	8. .DRUG PRODUCT NAME/CODE/TYPE: 
	a) Proprietary Name: N/A b) Non-Proprietary Name (USAN): Fenoldopam Mesylate 
	9. .
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	9. .
	LEGAL BASIS FOR SUBMISSION: 505 Q) Paragraph I Certification is provided on page 5. 

	10. 
	10. 
	PHARMACOL. CATEGORY: Rapid-acting Vasodilator 
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	14. 
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	-
	rn 
	4 
	-
	Ill 
	4 
	-
	v 
	7 
	inadequate 
	10/08/03 
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	Action codes for DMF Table: 
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	Other codes indicate why the DMF was not reviewed, as follows: 
	2-Type 1 DMF 
	3 -Reviewed previously and no revision since last review 
	4 -Sufficient information in application 5 -Authority to reference not granted 
	6 -DMF not available 
	7 -Other (explain under "Comments") 

	Adequate, Inadequate, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed) 
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	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	RECOMMEN­DATION 
	DATE 
	REVIEWER 

	Microbiology 
	Microbiology 
	Deficient 
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	M. Stevens-Riley 

	EES 
	EES 
	Acceptable 
	08/04/03 
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	Methods Validation 
	Methods Validation 
	NIA (USP) 

	Labeling 
	Labeling 
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	Bioequivalence 
	Bioequivalence 
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	EA 
	EA 
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	Radiophannaceutical 
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	The Chemistry Review for ANDA 76-582 
	The Execunve Summary 
	I. Recommendations 
	A. .Recommendation and Conclusion on Approvability 
	A. .Recommendation and Conclusion on Approvability 

	Chemistry manufacturing and controls are not approvable. The labeling review is pending, and Micro is deficient. It is recommended that a Not Approvable, Minor deficiencies, letter be sent to the applicant. 
	B. .Recommendation on Phase 4 (Post·Marketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NIA 
	NIA 

	II. .Summary of Chemistry Assessments 
	A. Description ofthe Drug Product(s) and Drug Substance(s) 
	A. Description ofthe Drug Product(s) and Drug Substance(s) 

	Bedford's proposed drug product, Fenoldopam Mesylate Injection USP, 10 mg/rnL, 1mLand2 mL vials, is based on the reference listed drug (RLD), Corlopam® 10 mg/mL; 1 mL and 2 mL per vial, product of Abbott (NDA # 19­022, Approval Date: 09/23/97). The drug product is listed in the current USP. 
	Bedford's drug product is indicated for in-patient treatment for short-term (up to 
	48 hours) management of severe hypertension when rapid, but quickly reversible, 
	emergency reduction of blood pressure is clinically indicated. Bedford's drug 
	product not only contains the same active ingredients as the innovator's product 
	but its formulation is Ql/Q2 to the innovator's product. The route of 
	but its formulation is Ql/Q2 to the innovator's product. The route of 

	administration (intravenous), dosage forms (sterile Injection), and strength are 
	also the same. 
	also the same. 

	The sterility assurance information for manufacturing the exhibit batches as well as the commercial batches is deficeint. 
	The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. I.tis 
	sparingly soluble in water, ethanol and is freely soluble in propylene glycol. 
	Fenoldopam is a racemic mixture with the R-isomer responsible for the biological 
	activity. Itis listed in the current USP. The drug substance used by Bedford is 
	manufactured by .<h><> The 
	4

	-~ 
	manufacturing information is submitted in a separate Type II DMF # <h><> The DMF has been found inadequate as of September 30, 2003 by this reviewer. 
	4

	Page 7of18 
	Page 7of18 

	Figure
	CHEMISTRY REVIEW .
	CHEMISTRY REVIEW .
	Executive Summary Section 
	B. Description ofHow the Drug Product is Intended to be Used 

	Bedford's drug product, Fenoldopam Mesylate Injection USP, lOmg/mL is a 
	(b)(4 ) 
	(b)(4 ) 

	<b><diluted by an IV solution (40 mcg/mL) before give it to a patient. 
	4 
	• It is supplied in single-dose vials (1mLand2 m.L). Itmust be 

	C. Basis for Approvability or Not-Approval Recommendation 
	C. Basis for Approvability or Not-Approval Recommendation 

	This application is not approvable due to the CMC deficiencies found iri the following areas: 
	• the drug substance controls and other related issues. 
	• the drug substance controls and other related issues. 
	Labeling review pending .Micro deficient. .

	III. Administrative 
	A. Reviewer's Signature~\ , 
	A. Reviewer's Signature~\ , 
	Binq Cai, Ph.D. 
	B. Endorsement Block ~~ J 
	HFD-620/BCai, Ph.D./Review Chemist/10/1/31 . f"rJfi"~ HFD-620/SLiu, Ph.D./Chemistry Team Leader/ 0 ~· { ,· HFD-617/WPamphile, Phann.D./Project Manager/ 
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	Chemistry Assessment 
	20. COMPONENTS AND COMPOSITION: Satisfactory per CR#l 
	The composition 1µ1d function ofingredients ofthe drug product/bulk solution is provided (Original AND~pp. 66-67,) and is presented in the following table: 
	Figure
	Commercial ICommercial I ANDA
	PermL
	PermL
	Ingredient 
	Grade 
	Pharm. Function 

	Batch
	Batcb/2 mL Batch/1 mL 

	(mg) 
	(mg) 
	(b)(~L
	I 

	(b)(41 
	I 

	Fenoldopam 
	USP 
	USP 
	Active 

	Mesvlate 
	(6)14f­
	(6)14f­
	(b)(4f 

	Proovlene Glvcol 
	USP 
	USP 
	518 
	-

	Citric Acid 
	USP 
	USP 
	3.44 
	-

	Sodium Citrate 
	USP 
	USP 
	0.61 

	Dihvd.rate 
	-
	-

	Sodium Metabisulfite 
	Sodium Metabisulfite 

	NF 
	NF 
	l.O 
	(bi(4) 
	.. 
	(b)(41 

	21. 
	21. 
	21. 
	FACILITIES: Satisfactory per CR#l 

	22. 
	22. 
	SYNTHESIS: Unsatisfactory 


	(b)(4f 
	(b)(4f 
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	Figure
	30. 
	30. 
	30. 
	MICROBIOLOGY: Deficient 

	31. .
	31. .
	SAMPLES AND RESULTS/METHODS VALIDATION STATUS Not Required (USP DS/DP). 

	32. 
	32. 
	LABELING Pending review Items that reviewed by Chemist: Sat. per CR#l 


	33. ESTABLISHMENT INSPECTION: Pending 
	33. ESTABLISHMENT INSPECTION: Pending 

	Finn 
	Finn 
	Finn 
	Function 
	EES 

	Ben Venue Labs INC 
	Ben Venue Labs INC 
	DP Manufacturer 
	Acceptable 

	Bedford, OH 
	Bedford, OH 
	(b)(41 
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	34. .
	34. .
	34. .
	BIOEQUIVALENCE: Acceptable per 6/19/03 by J. L Osterhout 

	35. .
	35. .
	ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION:. 


	Satisfactory per CR#1. 
	Satisfactory per CR#1. 
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	36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 76-582 APPLICANT: Bedford Laboratories DRUG PRODUCT: Fenoldopam Mesylate Injection USP, 10 mg/mL, 1 mL and 2 mLvials The deficiency presented below represents a MINOR deficiency. 
	A. .Deficiency: 
	A. .Deficiency: 

	Drug Master File No. <b><> has been found deficient. We have notified the DMF holder, <b><> ofthe deficiencies. Please do not respond to this letter until the DMF holder has informed you that a complete response to the DMF deficiencies has been submitted to the agency. 
	4
	4

	B. .In addition to responding to the deficiency presented above, please note and acknowledge the following comments in your response: 
	1. .
	1. .
	1. .
	Microbiology deficiencies were communicated to you via facsimile on October 10, 2003. You should address the issues in the October 10 communication prior to or concurrent with your response to this commwucation. 

	2. .
	2. .
	Your labeling information is ·pending review. Deficiencies, ifany, will be communicated separately. 

	3. .
	3. .
	Please provide all available long-term drug product stability data (samples stored at conditions ofroom temperature and 2-8°C)°. 


	Sincerely yours, 
	Sincerely yours, 

	f~~;&_ 11/tJ~j
	Rashmikant M. Patel, Ph.D. Director Division ofChemistry I Office ofGeneric Drugs Center for Drug Evaluation and Research 
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	Chemistry Review Data She~t .
	1. 
	1. 
	1. 
	ANDA 76-582 (1st Generic Drug) 

	2. 
	2. 
	REVIEW#; 1 

	3. 
	3. 
	REVIEW DATE: April 2-15 2003 

	4. 
	4. 
	REVIEWER: Bing Cai, Ph.D. 

	5. 
	5. 
	PREVIOUS DOCUMENTS: 


	Previous Documents 
	Previous Documents 
	None 

	6. SUBMISSION(S) BEING REVIEWED: Submission(s) Reviewed 
	Bedford 
	Bedford 
	Original Submission .NC .
	FDA 
	Acceptable for Filling (Dec-19-2002) .Labeling review (1st cycle) .

	7. NAME & ADDRESS OF APPLICANT: 
	Name: Bedford Laboratories Address: 300 Northfield Road Bedford, OH 44146 Representative: Molly Rapp Telephone: 440-201-3576 
	Name: Bedford Laboratories Address: 300 Northfield Road Bedford, OH 44146 Representative: Molly Rapp Telephone: 440-201-3576 
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	8. .DRUG PRODUCT NAME/CODE/TYPE: 
	a) Proprietary Name: N/A b) Non-Proprietary Name (USAN): Fenoldopam Mesylate 
	9. .
	9. .
	9. .
	LEGAL BASIS FOR SUBMISSION: 505 (j) Paragraph I Certification is provided on page 5. 

	10. .
	10. .
	PHARMACOL. CATEGORY: Rapid-acting Vasodilator 

	11. 
	11. 
	DOSAGE FORM: Liquid Injectable 

	12. .
	12. .
	STRENGTH/POTENCY: 10 mg/mL, 1ml/vial,10 mg/mL, 2 ml/vial 

	13. .
	13. .
	ROUTE OF ADMINIS1RATION: Intravenous Infusion 

	14. .
	14. .
	Rx/OTC DISPENSED: x Rx _ OTC 

	15. .
	15. .
	SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 


	Innovator Product:: 
	Innovator Product:: 
	Innovator Product:: 
	Corlopam~ 10 mg/mL; 1 mL and 2 mL per vial 

	TR
	(NDA #: 19-922, Approval Date: 09/23/97) 

	Innovator Company: 
	Innovator Company: 
	Abbott 


	Patent #/Expiration Date Use Code Patent None None Exclusivity. Expired: 09/23/2002 NCE 
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	16. .CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, MOLECULAR WEIGHT: 
	Cl 
	Cl 
	Figure

	C16" 16ClNO 3·CH4SO 3 401.87 [67227-57-0]. .lH-3-Benzazepine-7,8-diol, 6-chloro-2,3,4,S-tetrahyd.ro-l-( 4-hyd.roxyphenyl)-, methane­.sulfonate (salt). 6-Chloro-2,3,4,5-tetrahydro-1-(p-hyd.roxyphenyl)-1 H-3-benzazepine-7,8­diol methanesulfonate (salt). .
	17. .RELATED/SUPPORTING DOCUMENTS: 
	A. Dl\1Fs: 
	A. Dl\1Fs: 

	DMF# (b)(4 
	DMF# (b)(4 
	DMF# (b)(4 
	TYPE II 
	HOLDER 
	I ITEMREFERENCED (b)(4) 
	CODE1 1 
	STATUS2 inadequate 
	DATE REVIEW 04/08/03 
	COMMENTS 

	--
	--
	m 
	4 

	TR
	m 
	4 

	-
	-
	v 
	7 
	To be reviewed by microbiolocist 


	Action codes for DMF Table: .1 -DMF Reviewed. .Other codes indicate why the DMF was not reviewed, as follows: .
	Action codes for DMF Table: .1 -DMF Reviewed. .Other codes indicate why the DMF was not reviewed, as follows: .
	1 

	2-Type 1 DMF 
	3 -Reviewed previously and no revision since last review .4 -Sufficient information in application .5 -Authority to reference not granted .6 -DMF not available .7 -Other (ex.plain under "Comments") .

	Adequate, Inadequate, or NIA (There is enough data in the application, therefore the DMF did not need to be reviewed) 
	2 
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	18. 
	18. 
	18. 
	STATUS: 

	19. 
	19. 
	ORDER OF REVIEW 


	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	CONSULTS/ CMC RELATED REVIEWS 
	RECOMMEN­DATION 
	DATE 
	REVIEWER 

	Microbiology 
	Microbiology 
	Pending 

	EES 
	EES 
	Pending 

	Methods Validation 
	Methods Validation 
	NIA (USP) 

	Labeling 
	Labeling 
	Deficient 
	2126103 
	J. Barlow 

	Bioeouivalence 
	Bioeouivalence 
	Pending 

	EA 
	EA 
	NIA 

	Radiophannaceutical 
	Radiophannaceutical 
	NIA 
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	Page 6of25 
	Page 6of25 

	CHEMISTRY REVIEW 
	Executive Summary Section 
	Executive Summary Section 

	The Chemistry Review for ANDA 76-582 
	The Executive Summary 

	I. .Recommendations 
	I. .Recommendations 
	A. .Recommendation and Conclusion on Approvability 
	A. .Recommendation and Conclusion on Approvability 

	Chemistry manufacturing and controls are not approvable. Labeling review is deficient. Micro and bioequivalence review are pending. Itis recommended that a Not Approvable, Minor deficiencies, letter be sent to the applicant. 
	B. .Recommendation on Phase 4 (Post-1\farketing) Commitments, Agreements, and/or Risk Management Steps, ifApprovable 
	NIA 
	NIA 

	II. .Summary of Chemistry Assessments 
	A. Description of the Drug Product(s) and DrugSubstance(s) 
	A. Description of the Drug Product(s) and DrugSubstance(s) 

	Bedford's proposed drug product, Fenoldopam Mesylate Irijection USP, 10 mg/mL, 1mLand2 mL vials, is based on the reference listed drug (RLD), Corlopam® 10 mglmL; 1mLand2 mL per vial, product of Abbott (NDA # 19­022, Approval Date: 09/23/97). The drug product is listed in the current USP. 
	Bedford's drug product is indicated for the treatment for the in-hospital, short­term (up to 48 hours) management of severe hypertension when rapid, but quickly 
	reversible, emergency reduction of blood pressure is clinically indicated. 
	Bedford's drug product not only contains the same active ingredients as the 
	innovator's product but its formulation is Ql/Q2 to the innovator's product. The 
	route of administration (intravenous), dosage fonns (sterile Injection), and 
	strength are also the same. 
	strength are also the same. 

	The sterility assurance information for manufacturing the exhibit batches as well as the commercial batches is pending for review. 
	The drug substance, Fenoldopam Mesylate USP, is a white to off white powder. It is 
	sparingly soluble in water, ethanol and is freely soluble in propylene glycol. 
	Fenoldopam is a-racemic mixture with the R-isomer responsible for the biological 
	activity. It is listed in the current USP. The drug substance used by Bedford is 
	manufactured by .(bJ <>t. The 
	4

	-= 
	manufacturing information is submitted in a separate Type II DMF # <bJ<> The DMF has been found inadequate as of April 8, 2003 by this reviewer. It is also 
	4
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	Figure
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	Executive Summary Section 

	noted the DS manufacture's capacity may be below the requirement ofthe applicant's demand based on the information provided in the current DMF. 
	B. Description ofHow the Drug Product is Intended to be Used Bedford's drug product, Fenoldopam Mesylate Injection USP, lOmg/mL is a 
	(b)(4} 
	(b)(4} 
	_.
	____


	(bHdiluted by an IV solution ( 40 mcg/mL) before give it to a patient. 
	4 
	It is supplied in single-dose vials (l 'mL and 2 mL). It must be 

	C. Basis for Approvabllity or Not-Approval Recommendation 
	C. Basis for Approvabllity or Not-Approval Recommendation 

	This application is not approvable due to the CMC deficiencies found in the following areas; 
	(b>l4i 
	(b>l4i 
	Micro review, bioequivalence review and EER are pending. ·Labeling is deficient. 

	III. Administrative 
	A. Reviewer's Signa~ ~ .Bing Cai, Ph.D. ~. .
	A. Reviewer's Signa~ ~ .Bing Cai, Ph.D. ~. .
	B. Endorsement Block \)· t 

	HFD-620/BCai, Ph.D./Review Chemist/04/15/03.05/07/03"\ ~,h(}/"U) HFD-620/SLiu, Ph.D./Chemistry Team Leader/ f.'4.L&\< S'fi..i... c>) HFD-617/WPamphile, Pharm.D./Project Manager/ 
	C. CCBlock 
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	Chemistry Assessment Section 

	Chemistry Assessment 
	Note: items 1 -19 are now covered in the Review Data Sheet. 
	Note: items 1 -19 are now covered in the Review Data Sheet. 

	20. COMPONENTS AND COMPOSITION: Satisfactory 
	The composition and function ofingredients of the drug product/bulk solution is provided (pp. 66-67) and is presented in the following table: 
	Comm~:t_ICommercial I 
	Figure
	Figure
	ANDA

	PermL
	PermL
	Ingredient 
	Grade 
	Pha.rm. Function 
	Pha.rm. Function 
	Batcb/l mL Batch
	Batcb/2.mL 



	(mg) 
	(mg) 

	(b)(:(J <bH4iL 
	I 

	Fenoldopam 
	Fenoldopam 
	Fenoldopam 
	USP 

	Active 
	Mesylate 

	(b)(4f­
	(b)(4f­
	Figure

	(bl (4! 

	Propylene Glycol 
	Propylene Glycol 
	USP 
	518 
	;­
	Citric Acid 
	USP 
	3.44 
	Sodium Citrate 
	0.61 
	USP 
	Dihydrate 
	,_ 
	Sodium Metabisuifite 
	Sodium Metabisuifite 

	NF 
	1.0 
	(b)(4) 
	(b)(41 

	Comments: The components/compositions used in applicant's formulation are the same as those used in the Reference Listed Drug Product. Comparison between generic drug and Reference Drug product is provided on page 7. The inactive ingredients in the formulation 
	are found to be present below levels cited in the FDA Inactive Ingredient Guide for approved drug products. All ingredients listed the "Components and Composition" Section of this ANDA are consistent with those listed in the applicant' label insert. The pH ofthe solution is 2.8-3.8. It is satisfactory. 
	21. FACILITIES: Satisfactory 
	The drug product will be manufactured and tested (release/stability) at the following facility:· 
	Ben Venue Laboratories, Inc. 
	Ben Venue Laboratories, Inc. 
	270 Northfield Road 
	Bedf9rd,OH 44146 

	Drug Establishment# 1519257 
	CC?PY ofcGMP certification is provided (page 113). It is satisfactory. EER for Ben Venue has been issued and the result is pending. 
	Page9 of25 
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	Figure
	CHEMISTRY REVIEW .
	CHEMISTRY REVIEW .
	Chemistry Assessment Section 
	(b)(4) 

	30. 
	30. 
	30. 
	:MICROBIOLOGY: Pending 

	31. 
	31. 
	SAMPLES AND RESULTS/METHODS VALIDATION STATUS Not Required (USP DS/DP). 

	32. 
	32. 
	LABELING Unsatisfactory. 


	Labeling review (1st cycle) completed (02126/03). Deficiencies found. 
	Labeling review (1st cycle) completed (02126/03). Deficiencies found. 
	Items reviewed by Chemist: 
	Description Section 
	a. 
	a. 
	a. 
	Structures: Satisfactory 

	b. 
	b. 
	Chemical names: Satisfactory 

	c. 
	c. 
	Empirical formulas: Satisfactory 

	d. 
	d. 
	Name of the inactives: Satisfactory 

	e. 
	e. 
	Physical and Chemical properties ofDS: Satisfactory 


	2. How Supplied Section 
	a. .
	a. .
	a. .
	Packaging: 10 mg/mL 1 mL and 2 mL Vials 

	b. .
	b. .
	Storage Conditions: Store at 2-30 °C 



	33. ESTABLISHMENT INSPECTION: Pending 
	Firm 
	Firm 
	Firm 
	Function 
	EES 

	Ben Venue Labs INC Bedford, OH 
	Ben Venue Labs INC Bedford, OH 
	DP Manufacturer 
	Pending -· (b)(4i 


	34 •. BIOEQUIVALENCE Pending as of 04/15/03. 
	35. .ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL EXCLUSION: 
	The applicant has requested categorical exclusion from the requirement of an EnvironmentalAssessment Report (p. 843). It is satisfactory. 
	The applicant has requested categorical exclusion from the requirement of an EnvironmentalAssessment Report (p. 843). It is satisfactory. 
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	Figure
	CHEMISTRY REVIEW .·-~ .
	Chemistry Assessment Section 
	Chemistry Assessment Section 

	36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 76-582 APPLICANT~ Bedford Laboratories 
	ANDA: 76-582 APPLICANT~ Bedford Laboratories 

	DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mglmL, 1 mL and 2.mL vials 
	The deficiencies presented below represent MINOR deficiencies. 
	The deficiencies presented below represent MINOR deficiencies. 
	A. Deficiencies: 

	1. .Drug Master File No. (bHl has been found deficient. We have notified the DMF holder, <bJ<J of the deficiencies. Please do not respond to this deficiency letter until the DMF holder submits a complete response to the Agency. 
	4
	4

	(b)(4!
	(b)(4!
	2. 
	2. 
	2. 

	3. 
	3. 

	4. 
	4. 


	5. 
	6. 
	7. 
	Page23of25 

	CHEMISTRY REVIEW 
	Chemistry Assessment Section 
	Chemistry Assessment Section 

	B. .In addition to responding to the deficiencies presented above, please note and acknowledge the following comments in your response: 
	1. .
	1. .
	1. .
	Please provide all available long-tenn drug product stability data (samples stored at conditions ofroom temperature and 2-8°C). 

	2. .
	2. .
	Your labeling information is found deficient. Labeling deficiencies also need to be addressed in your reply. 

	3. .
	3. .
	Your bioequivalence infonnation and sterility assurance are pending review. Deficiencies, if any, will be communicated separately. 

	4. .
	4. .
	All facilities referenced in the ANDA should have a satisfaCtory compliance evaluation at the time of approval. We have requested an evaluation from the Office of Compliance. 


	5. (bf{4 ) 
	Sincere!y yours, 
	Sincere!y yours, 
	PJ ·~~r-M<1l 
	Rashmikant M. Patel, Ph.D. Director Division of Chemistry I Office of Generic Drugs Center for Drug Evaluation and Research 

	cc: .ANDA 76-582 ANDADUP 
	DIVFil.E 
	DIVFil.E 
	Field Copy 

	Endorsei:nents (Draft and Final with Dates): 
	HFD-620/Bing Cai, Ph.D./05/07/03 
	HFD-620/Bing Cai, Ph.D./05/07/03 
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	., CHEMISTRY REVIEW -·~-r =..,,,._,,,._ 
	Chemistry Assessment Section 
	Chemistry Assessment Section 

	cc: .ANDA 76-582 ANDADUP DIV FILE Field Copy 
	Endorsements (Draft and Final with Dates):\\ j HFD-620/Bing Cai, Ph.D./05/07/03 \)~~...... t... ( i:.qo) HFD-620/Shing Liu, Ph.D./05/07 /03 s: HI Ll~ ~2,,0) HFD-617/Wanda Pamphile, Pharm.D./ ~~'2'tf~5 Fff by: gp/05/22/03 
	V :\FIRMSAM\BEDFORD\L TRS&REV\76582crl r.DOC TYPE OF LETTER: NOT AFPROVABLE -MINOR 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	APPLICATION NUMBER:. 
	ANDA 76582. 
	MICROBIOLOGY REVIEWS. 
	MICROBIOLOGY REVIEWS. 


	Product Quality l\'.licrobiology Review .Revie\v for HFD-620 .
	13 February 2004 
	13 February 2004 
	ANDA: 76-582 
	Drug Product Name Proprietary: Corlopam Non-proprietary: Fenoldopam Mesylate Injection USP Drug Product Classification: N/A 
	Review Number: 3 
	Subject ofthis Review Submission Date: February 3, 2004 Receipt Date: February 4, 2004 Consult Date: NIA Date Assigned for Review: February 6, 2004 

	Submission History (for amendments only) Date(s) of Previous Submission(s): December 18, 2002, August 18, 2003~ November 14, 2003 Date(s) ofPrevious Micro Review(s): August 27, 2003, December 12, 2003 
	Applicant/Sponsor Name: Bedford Laboratories Address: 300 Northfield Road 
	Applicant/Sponsor Name: Bedford Laboratories Address: 300 Northfield Road 
	Bedford, Ohio 44146 .Representative: Molly Rapp .Telephone: 440-201-3576 .
	Name of Reviewer: Marla Stevens-Riley 

	Conclusion: Reccmmen.ded. for approval on the basis on sterility assurance 
	ANDA 76-582 .Microbiology Review #3 
	Product Quality l\tficrobiology Data Sheet 
	1. .
	1. .
	1. .
	1. .
	TYPE OF SUPPLEMENT: NIA 

	2. .
	2. .
	SUPPLEMENT PROVIDES FOR: NI A 

	3. .
	3. .
	MANUFACTURING SITE: Ben Venue Laboratories .270 Northfield Rd. .Bedford, Ohio 44146 .


	4. .
	4. .
	DOSAGE FORM, ROUT~OF ADMINISTRATION AND STRENGTW.POTENCY: sterile solutiont intravenous administration, 10 mg/mL as 1 mL and 2 mL per 2 mL <b> <> 
	4



	(b)(4) 
	(b)(4) 
	5. .
	5. .
	5. .
	METHOD(S) OF STERILIZATION: 

	6. .
	6. .
	PHARMACOLOGICAL CATEGORY: vasodilator 


	(b)(4) 
	B. .SUPPORTING/RELATED DOCUMENTS: DMF 
	(b)(4) 
	C. .REMARKS: The subject amendment is a response to the Microbiology deficiency letter dated January 16, 2004. 
	filename: v:microrev\76-582a2.doc 
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	A]\i'DA 76-582 .Microbiofogy Review #3 
	Executive Summan: 
	Executive Summan: 
	!. .Recommendations 

	A. .Recommendation on Approvability -Recommended for approval on the basis ofsterility assurance 
	B. .Recommendations on: Phase 4 Commitments and/or Agreements, ifApprovabie -NIA 
	B. .Recommendations on: Phase 4 Commitments and/or Agreements, ifApprovabie -NIA 
	II. .Summary of Microbiology Assessments 

	A. .BriefDescription ofthe Manufacturing Processes that relate to Product Quality Microbiology -<b><> 
	4

	(b)(4) 
	(b)(4) 
	B. .Brief Description ofMicrobiology Deficiencies-none 

	C. .Assessment ofRisk Due to to public health associated with this product is minimal. All deficiencies have been resolved. 
	Microbiology Deficienci.es -The risk 

	III. .Administrative 
	III. .Administrative 
	A. .Reviewer's Signature 
	B. .Endorsement Block 
	M. Stevens-ruley, Ph.D. 
	N. J. Sweeney, Ph.D. 
	C. .CC Block 
	cc: Original .Al\ITIA 76-582 Division File Field Copy 

	Figure
	Page 3 of5 
	Page 3 of5 
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	Product Quality Microbiology Review .Review~ for HFD-620 .
	12 December 2003 
	12 December 2003 
	ANDA: 76-582 
	Drug Product Name Proprietary: Corlopam Non-proprietary: Fenoldopam Mesylate Injection USP Drug Product Classification: N/A 
	Review Number: 2 
	Subject ofthis Review Submission Date: November 14, 2003 Receipt Date: November 17, 2003 Consult Date: NIA Date Assigned for Review: November 25, 2003 

	Submission History (for amendments only) Date(s) ofPrevious Submission(s): December 18, 2002 and August 18, 2003 Date(s) of Previous Micro Review(s): August 27, 2003 
	Applicant/Sponsor Name: Bedford Laboratories Address: 300 Northfield Road 
	Applicant/Sponsor Name: Bedford Laboratories Address: 300 Northfield Road 
	Bedford, Ohio 44146 .Representative: Molly Rapp .Telephone: 440-201-3576 .
	Name ofReviewer: Marla Stevens-Riley 

	Conclusion: Net recommended for approval on the basis on sterility assurance 
	ANDA 76-582 .Microbiology Review #2 
	Product Quality Microbiology Data Sheet .
	A. .1. TYPE OF SUPPLEMENT: NIA 
	A. .1. TYPE OF SUPPLEMENT: NIA 

	2. .
	2. .
	2. .
	2. .
	SUPPLEMENT PROVIDES FOR: NI A 

	3. .
	3. .
	MANUFACTURING SITE: Ben Venue Laboratories .270 Northfield Rd. .Bedford~ Ohio 44146 .


	4. .
	4. .
	4. .
	DOSAGE FORM, ROUTE OF ADMINISTRATION AND STRENGTH/POTENCY: sterile solution, intravenous administration, 10 mg/m.L as 1mL and 2 mL per 2 mL (b> <> 
	4


	(b) (4)
	(b) (4)


	5. .
	5. .
	5. .
	METHOD(S) OF STERILIZATION: 

	6. .
	6. .
	PHARMACOLOGICAL CATEGORY: vasodilator 



	(b)(4)
	(b)(4)
	B. .SUPPORTING/RELATED DOCUMENTS: 
	(b) (4) 
	C. .REMARKS: The subject amendment is a response to the Microbiology deficiency letter dated October 10, 2003. 
	filename: v:microrev\76-582al.doc 
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	Figure

	Microbiology Review #2 
	Executive Summary 
	Executive Summary 
	I. .Recommendations 

	A. .Recommendation on Approvability-Not recommended for approval on the basis ofsterility assurance 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApp:rovable -N/A 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApp:rovable -N/A 
	II. .Summary of Microbiology Assessments 

	A. .Brief Description of the Manufacturing Processes that relate to Product Quality Microbiology -<b><> 
	4

	(b) (4) 
	(b) (4) 

	B. .Brief Description of Microbiology Deficiencies -The DMF is deficient, and the ANDA submission bas incomplete information regarding filter validation information. 
	C. .Assessment ofRisk Due to Microbiology Deficiencies -The risk to public health associated with these deficiencies is moderate. 
	ID. .Ad.mlnlstratlve 
	ID. .Ad.mlnlstratlve 

	A. 
	B. .Endorsement Block 
	B. .Endorsement Block 
	M. Stevens· Riley, Ph.D. 
	N. J. Sweeney, Ph.D. 
	c. .CC Block 
	cc: Original A."NDA 76-582 Division File Field Copy 

	Figure
	Page 3 of9 
	Page 3 of9 
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	ANDA 76-582 .Microbiology Review #2 
	H. .LIST OF 1\ifiCROBIOLOGY DEFICIENCIES A.~ COMMENTS 
	H. .LIST OF 1\ifiCROBIOLOGY DEFICIENCIES A.~ COMMENTS 
	ANDA: 76-582 .APPLICA..."NT: Bedford Laboratories 
	DRUG PRODUCT: Fenoldopam Mesylate Inj~tion USP 10 mg/mL Microbiology Deficiencies: 
	(b)(4) 
	1. 
	1. 
	1. 

	2. 
	2. 

	3. 
	3. 


	4. 

	Please clearly identify your amendment to this facsimile as "RESPONSE TO MICROBIOLOGY DEFICIENCIES". The "RESPONSE TO MICROBIOLOGY DEFICIENCIBS" should also be noted in your cover page/letter. 
	<O/urs,
	<O/urs,
	~~ 
	NealJ.Sw

	Microbiology Team Leader Office ofGeneric Drugs Center for Drug Evaluation and Research 
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	Product Quality Microbiology Review .Review for HFD-620 .
	27 August 2003 
	27 August 2003 
	ANDA: 76-582 
	Drug Product Name Proprietary: Corlopam Non-proprietary: Fenoldopam Mesylate Injection USP Drug Product Classification: NIA 
	Review Number: 1 

	Subject ofthis Review Submission Date: December 18, 2002 and August 18, 2003 (telephone 
	amendment) .Receipt Date: December 19, 2002 and August 19, 2003 .Consult Date: NIA .Date Assigned for Review: August 8, 2003 .
	amendment) .Receipt Date: December 19, 2002 and August 19, 2003 .Consult Date: NIA .Date Assigned for Review: August 8, 2003 .
	Submission History (for amendments only) Date(s) ofPrevious Submission(s): Date(s) ofPrevious Micro Review(s): 
	Applicant/Sponsor Name: Bedford Laboratories Address: 300 Northfield Road 
	Bedford, Ohio 44146 .Representative: Molly Rapp .Telephone: 440-201-3576 .
	Name ofReviewer: Marla Stevens-Riley 

	Conclusion: Not recommended for approval on the basis on sterility assurance 
	ANDA 76-582 .Microbiology Review #1 
	Product Quality Microbiology Data Sheet 
	A. .1. TYPE OF·SUPPLEMENT: NIA 
	A. .1. TYPE OF·SUPPLEMENT: NIA 

	2. .
	2. .
	2. .
	2. .
	SUPPLEMENT PROVIDES FOR: NIA 

	3. .
	3. .
	MAt"\ruFACTURING SITE: Ben Venue Laboratories .270 Northfield Rd. .Bedford, Ohio 44146 .


	4. .
	4. .
	DOSAGE FORM, ROUTE OF ADMINISTRATION AND STRENGTH/POTENCY: sterile solution, intravenous administration, 10 mglmL as 1 mL and 2 mL per 2 mL !b><> 
	4



	(b)(4)
	(b)(4)
	s. .METHOD(S) OF STERILIZATION: 
	6. .PHARMACOLOGICAL CATEGORY: vasodilator 
	(b) (4)
	B. .SUPPORTING/RELATED DOCUMENTS: DMF 
	(b)(4) 

	C. .REMARKS: The applicant reterences the April 5, 2002 submission to DMF 
	<b><> in the original submission and the March 14, 2003 submission in new correspondence dated March 18, 2003. In addition, information provided in the August 18, 2003 telephone amendment will also bereviewed (provided in response to a phone mail message not a T-con). 
	4

	filename: v:microrev\ 76-582.doc 
	filename: v:microrev\ 76-582.doc 
	Page 2of13 

	ANDA 76-582 .MicrobiologyReview #1 
	Executive Summary L 
	Executive Summary L 
	Recommendations 

	A. .Recommendation on Approvahility -Not recommended for approval on the basis ofsterility assurance 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApprovabfe -NIA 
	B. .Recommendations on Phase 4 Commitments and/or Agreements, ifApprovabfe -NIA 
	Il. .Summary ofMicrobiology Assessments 

	A. .BriefDescription ofthe Manufacturing Processes that relate to Product Quality Microbiology-<b><> 
	4

	B. .BriefDescription ofMicrobiologyDeficiencies -The D:h-fF is deficient'; and the ANDA submissionhas incomplete information regarding critical op.erations, endotoxintesting~ and environmental monitoring. 
	C. .Assessment ofRisk Dne to Microbiology Deficiencies -The risk topublic health associated with these deficiencies is minimal. 
	Ill. .Adm.lnJstrative 
	Ill. .Adm.lnJstrative 

	i~ 1c:"J .lr L~ •J
	/ 

	i • 
	i • 
	· 


	A. Reviewer's Signature----I"'-~'--"'_.-_,f_; _:.._...;i.;..;_· _t -.+-__}__,.-.._y._.'·1
	..

	' ·_ ~tJ..---"
	B. .Endorsement Block 
	B. .Endorsement Block 
	M. Stevens-Riley,Ph.D. 
	N. J. Sweeney, Ph.D. , 
	c. .CC Block 
	cc: 

	Figure
	Original ANDA 76-582 DivisionFile Field Copy 
	Original ANDA 76-582 DivisionFile Field Copy 
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	.Ai"'®A 76-582 Microbiology Review #1 
	H. LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS 
	H. LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS 
	APPLICANT: Bedford Laboratories 
	Figure

	DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mg/mL 
	A. Microbiology Deficiencies: 

	1. The March 14, 2003 submission to DMF <bH> was reviewed and found 
	4 

	inadequate <bH> The DMF holder has been notified. 
	4

	(b)(4) 
	(b)(4) 
	2. 

	Figure
	Page 12 of 13 
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	Al~A76-582 Microbiology Review #1 
	(b)(4) 
	(b)(4) 
	3. 
	3. 
	3. 

	4. 
	4. 

	5. 
	5. 

	6. 
	6. 



	Please clearly identify your amendment to this facsimile as "RESPONSE TO MICROBIOLOGY DEFICIENCIES,,. The "RESPONSE TO MICROBIOLOGY DEFICIENCIES" should also be noted in your cover page/letter. 
	~J'J4~7 
	~J'J4~7 
	Neal J. Sweeney, Ph.D. Microbiology Team Leader Office ofGeneric Drugs Center for Drug Evaluation and Research 
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	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	APPLICATION NUMBER:. 
	ANDA 76582. 

	BIOEQUIVALENCE REVIEWS. 
	BIOEQUIVALENCE REVIEWS. 

	DIVISION OF BIOEQUIVALENCE REVIEW .
	DIVISION OF BIOEQUIVALENCE REVIEW .
	ANDA No. .Drug Product Name .
	Strength 
	76-582 Fenoldopam Mesylate Injection, USP 10 mg/ml in 1 ml & 2 ml vials Bedford Laboratories 
	N.A. 

	James L Osterhout v:\\firmsam\bedford\ttrs&rev\76582W1202.doc 
	The firm has requested a waiver ot ln~vlvo bioequivalence requirements 
	forfenoldopam mesylate inje-0tion, USP (10 mg/ml, 1 mland 2 ml vials). 
	The teference-listed drug (ALO) Is Abbott laboratories Cortopam~ (1 O 
	mg/ml, 1 ml and 2 ml ampules) The finn has submitted comparative 
	tonnulations of its fenoldopam mesylate lnjeciion, USP and Abbott's 
	Cor1opam® in support of the biowaiver request. The test and RLD products 
	; Test Product Fenoldopam Mesylate Injection, USP 
	; Test Product Fenoldopam Mesylate Injection, USP 
	.

	(10 mg/ml, 1 ml & 2 ml vials) 
	1 .
	·,... · 
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	BIOEQUIVALENCY GOMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 76-582 APPLICANT: J3edford Lab.oratories 
	ANDA: 76-582 APPLICANT: J3edford Lab.oratories 
	DRUG PRODUCT: Fenoldopam Mesylate Injection, USP {10 mg/ml, 1 ml & 2 ml !!lals). 

	The Division of Bioequivalence has.completed its review and has no further questions at this time. 
	Plea.se note that the bioequivalency comments provided in this communic_atiori are preliminary. Thes.e.comments are subjecfto revision after review of the entire application, upon considera,tion of the chemistry, manufacturing and co_ntr91~. microbiology, labeling, OM)fher ~ientific or regulatory is,.s1Jes. Please be advised that these re.views may result in the need for addltkmal bioequivalency information ahd/or studies, or may result ih a conclu:>ion that the propose.d tcmn.ulation is not approvable. 
	Sincerely yours, 
	Sincerely yours, 
	' harm: D. 
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	ANDA 76582. 
	OTHER REVIEWS. 
	OTHER REVIEWS. 


	Figure
	MEMORANDUM .DEPARTMENT OF HEALTH AND HUMAN.. SERVICES
	( 
	PUBLIC HEALTH SERVICE 
	PUBLIC HEALTH SERVICE 

	FOOD AND DRUG ADMINISTRATION .CENTER FOR DRUG EVALUATION AND RESEARCH .
	DATE: .September g·, 2004 
	FROM: .Gary Buehler Director Office of Generic Drugs HFD-600 
	THROUGH: .Norman Stockbridge Director Division of Cardio-Renal Drug Products HFD-110 
	Sect
	Figure

	Rosemary Roberts, M.D. ~. (!;.~ 1~.Z.:Y 
	THROUGH: 

	~o0'f 
	~o0'f 
	l) cJL. .Office of Counter Terrorism & Pediatric Davelopment .HFD-950 ._ .
	Director 


	SUBJECT: .Pediatric Sections: Proposed Labeling for Generic Corlopam Drug Products 
	TO: .Gary Buehler Director Office of Generic Drugs HFD-600 
	The Office of Generic Drugs (OGD) consulted this division regarding acceptable package insert labeling for generic Corlopam (fenoldopam) injection. OGD has asked if the generic firms could carve out information from pediatric studies, without compromising safety or effectiveness for the remainder of the non-exclusivity protected uses. This labeling, which was approved on April 1, 2004, has been granted 3 years of Hatch/Waxman exclusivity. A meeting was held to address this issue on August 4, 2004. 
	The meeting included representatives from the Division of Cardio-Renal Drug Products, Office of Chief Counsel, Office of Generic Drugs, and the Office of Counter Terrorism &Pediatric Drug Development. The approved pediatric protected additions to the Corlopam (fenoldopam) labeling, and the proposed generic carve-outs were discussed. The meeting participants reviewed the pertinent sections of the current Corlopam (fenoldopam) package insert and commented on the impact of each proposed deletion on the safety 
	Under the approach proposed by OGD and acceptable to this Division, the Newly Approved sections of the package insert for generic Cortopam (fenoldopam) Injection will have the following-changes as presented in the Side-by-Side comparison. 
	APPEARS TRIS WAY ON ORIGINA[ .
	APPEARS TRIS WAY ON ORIGINA[ .

	Third paragraph of the CLINICAL PHARMACOLOGY, Pharmacoklnetics 
	CLINICAL PHARMACOLOGY, Phoonacooynamics and Clinical Studies 
	CLINICAL PHARMACOLOGY, Phoonacooynamics and Clinical Studies 
	Added as the fourth and fifth paragraphs 

	Approved {41112004) 
	Approved {41112004) 
	Approved {41112004) 
	With Recommended Changes 

	TR
	Pediatric Patients: Information related to the 

	Pedlabic Patients: In children, aged 1month to 12 yecrs old, steady-state fenoldopam plasma 
	Pedlabic Patients: In children, aged 1month to 12 yecrs old, steady-state fenoldopam plasma 
	·pharmacokinetics offenoldopam injection in pediatric patients 

	concentrations were proportional to dose (0.05 mcglkg/min to 3.2 ~g/min). The elimination 
	concentrations were proportional to dose (0.05 mcglkg/min to 3.2 ~g/min). The elimination 
	is approved for Abbott Laboratories' fenoldopam drug 

	half-life and clearance wefe 3 to 5 minutes and 3 Uh/kg, respectively. 
	half-life and clearance wefe 3 to 5 minutes and 3 Uh/kg, respectively. 
	products. However, due to Abbott's maiketing exclusivity 

	In radlolabe!ed studies in rats, no more than 0.005% offenoldopam crossed the blood-brain barrier. 
	In radlolabe!ed studies in rats, no more than 0.005% offenoldopam crossed the blood-brain barrier. 
	rights, this drug product is not labeled for pediatric use. (bff41 


	Pediatric Patients: In a randomized, multi:eenter, double-blind, placeb<H::ootrolled, dose-ranging study, pediatric patients wer.e raooomized in equal proportions to 1of5 treatment groups: 0.05, 0.2, 0.8, or 3.2 mcgfKg/min fenoldopam or placebo. Fenoldopan or placebo was administered as a blinded oootinuous IV infusion fol' 30 minutes. Following this,open-label titration of fenoldopam was given to induce hypotension or normot€flSion (defined as meai arterial pressure, MAP, between 50 and 80 rnmHg for patien
	Pediatric Patients: Information related to lhe and 2) were treated for at least two hours. Ofthese, 2were< 1month of age, 25 were between 1 
	pharmacodynamics and clinical studies of fenoldopam month of age and 1year of age, 7 were between 1and 2 years of age, and 43 were between 2and injection in pediatric patients is approved for Abbott 12 years ofage. Ofthe 77 patients enrolled in the trial, 58 were enrolled i.n association with 
	Laboratories' fenoldopam drug products. However, due to surgery, and 19 wem treated in an ICU setting. 
	Abbott's marketing exclusivity rights; this drug pl'Qduct is not labeled for pediatric use.
	The lowest dosage atwhich decreases in MAP were seen during blinded administration was 0.2 mcg/kgfmln. The dose at which the maximum effect was seen was 0.8 mcg/kg/mln. Doses higher than 0.8 mcgA<g/min generally produced no further decreases In MAP but did worsen tachycardia (Table 3).Changes in blood pressure and heart rate occurred as oorly as 5 minutes after starting infusion. Doses as high as 4mcg/kg/mln were administered during the open-label period. The effects increased with time for 15 to 25 minutes
	Continued from section above: 
	Al end of the CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical Studies 
	Al end of the CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical Studies 
	Approved (4/1/2004) 

	Table 3 .PHARMACODYNAMIC EFFECTS OF FENOLDOPAM IN PEDIATRIC PATIENTS .
	Table 3 .PHARMACODYNAMIC EFFECTS OF FENOLDOPAM IN PEDIATRIC PATIENTS .
	E .
	Baseline Mean and Mean Chanae :t S
	Drug Dosaae Cmc~/ka/min) .

	Mean Arterial Pressure Systolic BP Dlastolic BP Heart rate 
	Mean Arterial Pressure Systolic BP Diastolic BP Heart rate 
	Mean Arterial Pressure Systolic BP Diastolic BP Heart rate 
	Mean Arterial Pressure Systolic BP Diastolic BP Heart rate 
	Placebo 

	0.05 
	0.2 
	n = 16 
	n= 15* 
	n =16 
	0.8 
	n = 15 
	Pre-Infusion Baseline 
	88±6 
	117 :t: 7 69±6 125±6 
	Chanae at 30 Minutes of Infusion CLOCF§l 
	0±3 
	0±3 
	0±3 
	-1±3 
	-2± 3 
	-10 ± 3 

	-3 ±4 
	-3 ±4 
	0±4 
	-3±4 
	-12 ±4 

	0±3 
	0±3 
	1±3 
	-2±3 
	-S:t:3 

	-6 ±4 
	-6 ±4 
	-4 ±4 
	5±4 
	7±4 



	3.2 .n =15 .
	74±4 
	98±4 56±3 ' 122 ± 6 
	-6 ± 3 
	-S± 3 -4±2 -2±3 
	-10 ± 3 
	-10±4 
	-6±3 
	14 ± 4 
	• For Mean Arterial Pressure, n=14; otherwise, n=15. 
	• For Mean Arterial Pressure, n=14; otherwise, n=15. 

	§ Dropouts were accounted for using the Last Observation Carried Forward (LOCF) method of analvsis. 
	Adult Patients: Fenoldopam is indicated for the in-hospital, short-term (up to 48 hours) management of severe hypertension when rapid, but quickly reversible, emergency reduction of blood pressure is clinically indicated, including malignant hypertension with deteriorating end-
	INDICATIONS AND USAGE pressure is stable during fenoldopam infusion. 
	organ function. Transition to oral therapy with another agent can begin at any time after blood 

	Pediatric Patients: Fenoldopam is indicated for the in-hospital, short-term (up to 4 hours) reduction in blood pressure (See CLINICAL PHARMACOLOGY/Pediatric Patients). 
	Pediatric Patients: Fenoldopam is indicated for the in-hospital, short-term (up to 4 hours) reduction in blood pressure (See CLINICAL PHARMACOLOGY/Pediatric Patients). 

	With Recommended Changes 
	Adult Patients: Fenoldopam is indicated for the in-hospital, short-term (up to 48 hours) management of severe hypertension when rapid, but quickly reversible, emergency reduction of blood pressure is clinically indicated, including malignant hypertension with deteriorating end-organ function. Transition to oral therapy with another agent can begin at any time after blood pressure is stable during fenoldopam infusion. 
	Pediatric Patients: Information related to the indicated use of fenoldopam injection in pediatric patients is approved for Abbott Laboratories' fenoldopam drug products. However, due to Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use. 
	81 ±4 
	81 ±4 
	108±5 62±4 106±8 
	77 ±5 
	103 :t: 6 61 ±4 110 ± 7 
	103 :t: 6 61 ±4 110 ± 7 
	76±4 

	104 ± 6 57 ± 3 119 ± 7 
	Chanae at 5Minutes of Infusion 
	4±2 
	5±3 4±2 2±3 
	5±3 4±2 2±3 
	3±3 

	3±3 6±2 -2 ±3 
	-2 ± 2 
	-2± 3 -1±2 -1±3 
	-3± 3 
	-5±3 -2±2 4±3 

	Approved (4/1/2004) 
	Approved (4/1/2004) 
	Approved (4/1/2004) 
	With Recommended Changes 

	Last sentence PRECAUTIONS, Tachycardia 
	Last sentence PRECAUTIONS, Tachycardia 
	Tachycardia in adults diminishes over time but remains Tachycardia in adults diminishes overtime but remains substantial at higher doses. Tachycardia in substantial at higher doses. Tachycardia in pediatric patients at doses >0.8 mcg/kg/min persists at least for 4 hours.pediatric patients at doses >0.8 mcglkglmin persists at least for 4 hours. (Decided to leave in as of the 814104 meeting with the Ped division) 

	End of PRECAUTIONS, Hypolension 
	End of PRECAUTIONS, Hypolension 
	In pediatric patients, fenoldopam was only administered to patients with an indwelli.ng intraarterial line. 
	In pediatric patients, fenoldopam was only administered to patients with an indwelling intraarterial line. 


	PRECAUTIONS/Pediatric Use 
	PRECAUTIONS/Pediatric Use 
	Anti-hypertensive effects of fenoldopam have been studied in pediatric patients age <1 month (at least 2 kg or full term) to 12 years old requiring blood pressure reduction (see Pharmacodynamics and Clinical Studies, Pediatric Patients). 

	Clinical studies of fenoldopam did not include subjects ages 12 to 16 years of age to detennine if they respond differently from younger subjects or adults. The pharmacokinetics of fenoldopam are independent of age when corrected for body weight. Dose selection for patients 12 to 16 years of age should consider the patient's clinical conditlon and concomitant drug therapy. 
	Pediatric Patients: In pediatric patients, the most common adverse events reported during short End of ADVERSE 
	term administration in controlled trials (30 minutes) were hypotension and tachycardia. However, REACTIONS 
	because of the short exposure, there is limited experience with defining adverse events in children. The long-term effects offenoldopam on growth and development have not been studied. 
	Clinical study infonnation related to the safety and effectiveness of fenoldopam injection in pediatric patients age <1 month to 12 years old is approved for Abbott Laboratories' fenoldopam drug products. However, due to Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use. 
	Pediatric Patients: Information relating to treatment-emergent adverse events is approved for Abbott Laboratories' fenoldopam injection drug products. However, due to Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use. 
	DOSAGE AND ADMINISTRATION 
	Table5 
	Approved (4/1/2004) 
	Approved (4/1/2004) 

	Table 5 .FENOLOOPAM ADULT INFUSION RATES"(ml.Jhour) .DRUG DOSAGE FOR ADULTS >40 KG, USING 40 MCG/ML CONCENTRATION .NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, TABLE 6. .
	FENOLDOPAM ADULT INFUSION RATES (mUhour) 
	FENOLDOPAM ADULT INFUSION RATES (mUhour) 

	DRUG DOSAGE FOR ADULTS >40 KG, USING 40 MCG/ML CONCENTRATION .NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS. TABLE 6. .Infusion Rate .Body .
	0.5 
	0.5 
	0.8 
	1 
	1.2 
	1.4 

	1.6 
	Weight 
	Weight 

	mcg/kg/mi 
	(kg) 
	(kg) 
	mcg/kg/mi 
	mcglkg/mi 
	mcg/kg/mi 
	mcg/kg/mi 
	mcg/kg/ml 
	40 50 60 
	70 
	80 90 100 110 
	120 
	130 140 150 
	n 
	30 37.5 45 
	52.5 
	60 
	67.5 75 82.5 
	90 
	97.5 105 112.5 
	n 
	n 
	n 
	n 

	Infusion Rates (mUhour) of 40 mcg/ml solution 
	Infusion Rates (mUhour) of 40 mcg/ml solution 
	Infusion Rates (mUhour) of 40 mcg/ml solution 

	48 60 . 72 84 
	48 60 . 72 84 
	96 

	60 75 90 105 
	60 75 90 105 
	120 

	72 90 108 126 
	72 90 108 126 
	144 


	84 
	84 
	96 108 120 132 144 156 168 180 
	96 108 120 132 144 156 168 180 
	105 

	120 t35 150 165 180 195 210 225 
	126 
	144 162 
	180 
	198 216 234 252 270 
	147 
	168 189 210 231 252 273 294 315 
	n 

	168 
	192 216 240 264 288 312 336 360 
	With Recommended Changes 
	Same as approved Table 5 with the exception of the following Information in the heading of the table: 
	FENOLDOPAM ADULT INFUSION RATES (mUhour) .
	DRUG DOSAGE FOR ADULTS >40 KG, USING 40 .MCG/ML CONCENTRATION .
	NOTE: CONCENTRATION IS DIFFERENT FROM PEDIATRIC PATIENTS, (See below: Pediatric Patients). 
	Body Weight (kg) 
	Body Weight (kg) 
	40 50 
	60 
	70 80 90 100 110 120 130 140 150 
	0.025 
	mcglkg/mi n 
	1.5 
	1.9 
	2.3 2.6 3 
	3.4 
	3.8 
	4.1 
	4.5 
	4.9 
	5.3 
	5.6 
	0.05 
	0.05 
	0.05 
	Infusion Rate 0.1 
	0.2 

	mcglkg/mi n 
	mcglkg/mi n 
	mcg/kg/min 
	mcglkg/mi n 


	Infusion Rates (ml.Jhour) of 40 mcg/mL solution 
	3 
	3 
	3 
	6 
	12 

	3.8 
	3.8 
	7.5 
	15 

	4.5 
	4.5 
	9.0 
	18 

	5.3 
	5.3 
	10.5 
	21 

	6 
	6 
	12 
	24 

	6.8 
	6.8 
	13.5 
	27 

	7.5 
	7.5 
	15 
	30 

	8.3 
	8.3 
	16.5 
	33 

	9 
	9 
	18 
	36 

	9.8 
	9.8 
	19.5 
	39 

	10.5 
	10.5 
	. 21 
	42 

	11.3 
	11.3 
	22.5 
	45 


	Table 5 (continued) 

	0.3 
	mcglkg/mi n 
	18 
	22.5 
	27 
	31.5 
	36 40.5 45 49.5 54 
	58.5 
	63 
	67.5 
	67.5 
	Approved (4/1/2004) With Recommended Changes 

	End of DOSAGE AND ADMINISTRATION 
	Pediatric Patients: 
	Pediatric Patients: 

	Fenoldopam should be administered intravenously to pediatric patients by acontinuous infusion pump appropriate for the delivery of low infusion rates. Monitoring of blood pressure should be continuous, usually by way of an intra-arterial line. Heart rate should also be continuously monitored. In the clinical trial, the usual starting dose was 0.2 mcg/kg/min with an effect on MAP evident within 5 minutes. At aconstant infusion rate the effect was maximal after 20 to 25 minutes. Increased dosages of up to 0.3
	PREPARATION OF INFUSION SOLUTION 
	PREPARATION OF INFUSION SOLUTION 
	WARNING: CONTENTS OF AMPULES MUST BE DILUTED BEFORE INFUSION. EACH AMPULE IS FOR SINGLE USE ONLY. 
	Dilution: 
	Pediatric Patients; 
	ml of Concentrate (mg of 
	Added to 

	Final Concentration
	drual 
	drual 
	3 ml (30 ma) 
	500 ml 
	60 mcg/ml 
	1.5 ml(15 ma) 
	250 ml 
	60 mca/ml 
	0.6 ml (6 ma) 
	100 ml 

	60 mca/mL Table 6 provides the calculated infusion volume in ml/hour for a range of drug doses and body weights. The infusion should be administered using a calibrated mechanical infusion pump that can accurately and reliably deliver the desired infusion rate. As low flow rates (e.g., <0.5 ml/hr) may not be practical, and due to volume overload, it may be necessary to increase the concentration of fenoldopam in the infused solutions. 
	Pediatric Patients: Information related to the dosing and administration of fenoldopam injection in pediatric patients is approved for Abbott Laboratories' fenoldopam drug products. 
	However, due to Abbott's marketing exclusivity rights, this drug product is not labeled for pediatric use. 
	Approved (4/1/2004) With Recommended Changes I nfusion Rates: Table6 FENOLDOPAM PEDIATRIC INFUSION RATES (mUhour) DRUG DOSAGE FOR CHILDREN BETWEEN 5AND 70 KG,.USING 60 MCG/ML CONCENTRATION NOTE: CONCENTRATION IS DIFFERENT FROM ADULT PATIENTS. TABLE 5. Infusion Rate Body 0.2 0.5 0.8 1 1.2 Weightnm1 mcglkglmin mcglkglmin mcglkglmin mcglkglmin mcg/kglmin Infusion Rates mUhr) of 60 mcafmL solution Pediatric Patients: Information related to the dosing and5 1 2.5 4 5 6 10 2 5 8 10 12 administration of fenoldopam 
	The Division of Cardio-Renal Drug Products believes that generic Corlopam (fenoldopam) injection applications can be approved without including the pediatric use sections in the labeling. Omitting the protected text, as indicated above,will not render the generic products less safe or effective than the listed drug(s) for all remaining non-protected conditions of use. 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	APPLICATION NUMBER:. 
	ANDA 76582. 

	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 

	DRAFT Package Date~. ~ Written request 0 
	OGD APPROVAL ROUTING SUMMARY .
	OGD APPROVAL ROUTING SUMMARY .

	ANDA It 76-582 Applicant Bedford Laboratories Drug Fenoldopam Mesylate Unjection USP Strength(s) 10 mq (base) /mL, Paohaged in 10 mg (base)/l mL and 20 mg (base)/2 mL single-dose vials. 
	APPROVAL~ TENTATIVE APPROVAL 0 SUPPLEMENTAL APPROVAL (NEW STRENGTH) 0 OTHER 0 
	REVIEWER: 
	1. .Martin Shimer Chief, Reg . Support Branch Initials 
	Contains GDEA certification: Yes ~No D .(required i f sub after 6/1/92) .
	Patent/Exclusivity Certification: Yes~No 0 .If Para. I V Certification-did applicant .Notify patent holder/NOA holder Yes D No 0 .Was applicant sued w/in 45 days:Yes 0 No 0 Study Submitted D .Has case been settled: Yes 0 No D Date settled: .
	I s applicant e ligible for 180 day .Generic Drugs Exclusivity for each strength: Yes 0 No 0 . , f, .Date of latest Labeling Review/Approval Summary <(.:_~·~10V .Any filing status changes requiring addition Labeling Review Yes [ No ~ .'l'ype of Letter: ~...,_\!.. ~~~ ']:-~.').. ~~~~~~6..ck-~~ l~,...Oc~ .
	9 

	Comments : .· q~~,,lf~~ . V 
	2 . .Project Manager, Wanda Pamphile Team S Date $ \2,""l\C•\ Date
	Init""'i_a_l_s____
	Review Support Branch .Initials t.iJiil!:­
	\ Original Rec'd date \2-\12·0"2-EER Status Pending 0 Ac~e;ptable~OAI D Date Acceptable forTi.ling ti,'li-\'i·Oi.-Date of EER Status =·~~· "-=---=--"-
	-

	_.,.,£----~~
	-

	Patent Certification (type)~ Date of Office Bio Review • -A 1:>). Date Patent/Exclus.expires ~ Date of Labeling Approv. Sum Citizens' Petition/Legal Case YesD No~Labeling Acceptable Email Rec'd Yes (If YES, attach email froro PM to CP coordf"; Labeling Acceptable Email filed Yes 0 No 0 First Generic Yes 0 No ~Date of Ster.ility Assur. App. _-z,..\-1 ...01,..\ Methods Val. Samples Pending Yes 0 N;~ MV Commitment Red. from Firm Yes 0 No~ 
	Acceptable Bio r eviews t abbed Yes 0 No D Modified-release dosage form: Yes D N~ Suitability Petition/Pediatric Waiver Interim Dissol. Specs in AP Ltr: Yes ~ Pediatric Waiver Request Accepted 0 Rejected D Pending 0 Previously reviewed and tentatively approved ;I( Date Previously reviewed and CGMP def. /NA Minor issued D Date 
	Figure
	Comment s: 
	3, .David Read {PP IVs Only) Pre-MMA Language included 0 Date ~
	OGD Regulatory Counsel, Post-MMA Language Included 0 Initials____

	Jlfrs, 
	,z. J -J 
	,z. J -J 

	/ ·/~ /OL'
	4. .Div. Dir./De~~t, B~r. Date ~~ / Chemistry Div. I Y-QR III Initials J°:?A (.f Comments: 
	Figure
	REVIEWER: .FINAL ACTION 
	5. 
	5. 
	5. 

	6. 
	6. 

	7. 
	7. 


	9. .Gary Buehler .Director, OGD .Comments: .First Generic Approval 0 PD or Clinical for BE D .
	10. ~ct Manager, Team Wanda Pamphila .Date \'Q\ ti..\Cf-1
	· w Support Branch 5 Initials~ ~ .Date PETS checked for first generic drug (just prior to notification to firm) .Applicant notification: .l~'ZJA. Time notified of approval by phone ~~ Time approval letter faxed .
	~

	~ ··' 
	Fr5}{"Notification: ~\<(.~Date e-mail message sent t o "CDER-OGDAPPROVALS" distribution list. '•~Date Approva~ letter copi ed to \ \CDS014 \DRUGAPP\ directory. 
	File V:/division/dlps/approvrou9. doc 
	_gaD APPROVAL Rotn:tNG SOMdARY 
	_gaD APPROVAL Rotn:tNG SOMdARY 

	ANDA 1t 76-582 .Applicant Bedford Laboratories 
	Drug Fenoldopam Mesylate Injection,USP Strength(s) 10 msr (base) /mL, packaged in 10 1119 (bas• 1 JDL and 20 lll9 (baae)/2 lllL ainql.e-doaa !11 g11l• ~ 
	APPROVAL 0 .SUPPia!MEN'tAL APPROWL (NEW STRENG!'B) 0 OTHER)( 
	DRAFT .!>aobge nNAL ~ 
	Martin Shimer .Date. IJ. ~~~~ Date..,..-,,_...___ 
	Figure

	Chief, Reg. Support Branch .Initials~ Initials~~~ 
	Contain.s GDEA certification: Yes J No 0 Determ. of Involvement? Yes 0 No 0 (required if sub after 6/1/92) Pediatric Exclusivity System/ RLD = NDAt____ 
	Patent/Exclusivity Certification: Yes ti/ No 0 Date Checked -------­If Para. IV Certification-did applicant Nothing Submitted 0 Notify patent holder/NOA holder Yes 0 No 0 Written request i ssued 0 Was applicant sued w/in 45 days:Yes 0 No 0 Study Submitted 0 Has case been settled: Yes D No 0 Date settled: I s applicant eligible for 180 day ~ 
	i~:~~s~~~~=r~xclusivity for eachs~~~~~tk~t ~~
	0

	~~ 
	t' ~ . fr~ ~~"t.,-~
	t~\~~~-

	t R­
	t R­

	2. .Project Manager, Wanda Pamphile Team ~ Date 4 \ l ·t\o'-\' Date
	Init..,..i-a""'l_s____
	Review Support Branch .!nit~ 
	Original Rec'd date \2.."·\'0...,02.,,. J EER Status Pending OAcceptable ~OAI 0 Date Acceptable for Filing \2...\9,.Dk_v Date of EER Status 
	0~ 
	e·:· .

	Patent Certification (type) ~ Date of Office Bio Review {;...,,..Q~ Date Patent/Exclus.expires ~ Date of Labeling Approv. Sum-~---,...
	-

	Citizens' Petition/Legal Case Yes 0 No J Qate of Sterili ty Assur. App. l.•\1• ~ 
	(If YES, attach email from PM to CP coord) Methods Val. Samples Pending Yes 0 No~ First Generic Yes 0 No "i. MV Commitment Red. from Firm Yesi(No 0 Acceptable Bio reviews tabbed Yes~ No 5· Modified-release dosage form: Yes 0 No~ Suitability Petition/Pediatric Waiver Interim Dissol. Specs in AP Ltr: Yes 0 Pediatric Waiver Request Accepted 0 Rejected OPending 0 
	Previously reviewed and tentatively approved 0 Date 
	Previously reviewed and CGMP def./NA Minor issued D Date 
	Comments: 
	3. .Div. Dir./Oe~~ty Dir. Date 1..//l,lt1!J' Chemistry Div. I ~II Initials J2&'.': Comments: 
	A r;-fr'PM c:4Y1 c flJ-'lfj1uk "t. i ,,~1-.;>-", )i J /e;.tt;(..•"'') 'Jv~ 1' k. 'tw>l -'e. I Z hi~/ 
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	Figure
	REVIEWER: F:LNAL ACTIOM 
	r. • -t T• I l • • • I "" I ti' I .
	ANDA ..76-582 .
	APR 2 0 2004 
	Bedford Laboratories .Attention: Molly L. Rapp .300 Northfield Road .Bedford, OH 44146 .
	Dear Madam: 
	This is in reference to your abbreviated new drug application {ANDA) dated December 18, 2002, submitted pursuant to Section SOS(j} of the Federal Food, Drug, and Cosmetic Act (the Act), for Fenoldopam Mesylate Injection USP, 10 mg (base)/mL, packaged in 10 mg (base)/1 mL and 20 mg (base)/2 mL single-dose vials. 
	Reference is also made to your amendments dated August 18, and 
	November 14, 2003; and February 3, and March 19, 2004. 
	We have completed the review of this ANDA as submitted, and have concluded that the application is approvable. We are unable to grant final approval to your application at this time because certain portions of the approved labeling for the reference listed drug product, Corlopam® Injection of Abbott Laboratories, is subject to a period of exclusivity. This exclusivity was granted by the Agency in response to the approval on April 4, 2004, of Abbott's supplemental application providing for the .use of Corlop
	· process is currently ongoing. 
	The Agency expects to complete its review of this regulatory issue as promptly as possible. You will be notified promptly when the Agency has resolved the pending regulatory issues and you will be provided a copy of a template which the Agency has decided represents an acceptable template for the labeling for Fenoldopam Mesylate Injection, USP under BPCA. You will be requested to submit revised final-printed package insert labeling at that time. There is no additional material that you should submit to the 
	Any significant changes in the conditions outlined in your abbreviated new drug application as well as changes in the status of the manufacturing and testing facilities' compliance with current good manufacturing practices {cGMPs) are subject to Agency review before final approval of the application will be made. 
	This is not an approval letter. This drug product may not be marketed without final Agency approval under Section 505 of the Act. The introduction or delivery for introduction into interstate commerce of this drug product before the final approval date is prohibited under Section 301(d) of the Act. Also, until the Agency issues the final approval letter, this drug product will not be deemed approved for marketing under Section 505 of the Act and will not be listed in "Approved Drug Products with Therapeutic
	A copy of the approved package insert for Corlopam® Injection USP, 10 mg (base)/mL is available on the FDA Website at . 
	http://www.fda.gov/cder/ogd/rld/labeling_review_branch.html 

	Please contact Jim Barlow, R.Ph., of our labeling review group if you have further questions concerning the proposed labeling for the product. 
	-' 
	-' 

	You may also contact Wanda Pamphile, Pharm.D., Project Manager, 
	(301) 827-5763 if you have further questions regarding the status of your application. 
	Sincerely yours, 
	Sincerely yours, 
	6uhler 

	Director Office of Generic Drugs Center for Drug Evaluation and Research 
	cc: .ANDA 76-582 Division File Field Copy GCF-1 Liz Dickinson HFD-610/R.West HFD-330 
	Endorsements: ~~ ~1( { l/; HFD-645/B.Cai ./ / HFD-647/S.Liu 7.tf.L,"t.L '-flt~ o'f HFD-617/W.Pamphile ~4/,r/ov HFD-613/J.Barlow t '1 \-.,1...~ 
	HFD-613/J.Grace ~~\'(t/o--
	HFD-613/J.Grace ~~\'(t/o--
	4
	-


	V: \FIRMSAM\BEDFORD\LTRS& EV\,6582 •.\.pprovable.doc .~ 
	APPRO~~LETTER ./jre!Jfi .1[ 
	~~j/c90 
	Pamphile, Wanda 
	From: 
	From: 
	From: 
	West, Robert L 

	~~nt: 
	~~nt: 
	Friday, April 09, 2004 6:46 AM 

	TR
	Pamphile, Wanda 

	Subject: 
	Subject: 
	RE: Corlopam (fenoldopam mesylate) approved for new ped use 


	YesEssentially, the approvable letter is reser\red by OGD for those times when the labeling is still tip in the air. 
	.. 

	Thanks, 
	Bob 
	-----OliginaIMessage----· 
	From: Pamphile, Wanda 
	Sent: Thursday, April 08, 2004 3:46 PM 
	To: West., Robert L 
	Subject: RE: Cortopam (fenoldopam mesylate) approved for new ped use 
	Can we still issue an approvable latter without a labeling AP summary? 
	---original Message-·-·­From: West., Robert L Sent: . Thursday, April 08, 2004 3:26 PM To: Pamphile, Wanda Cc: Ames, Timothy W Subject: FW: Corlopam (fenolc:lopam mesvlate) approved for new ped use 
	Wanda: 
	F.Y.l. Regarding ANDA 76-582 for Bedford's ANDA. Please change the approval letter to an approvable letter pending the agency's resolution of labeling. 
	See the attachment to my message below. It is an example of an approvable letter we recently issued for Ribavirin Capsules where labeling issues were still unresolved. 
	We should still get this one out this month. 
	<<File: 76203.approvable.doc >> 
	Thanks, 
	Bob 
	---Original Message---· From: Grace, John F Sent: Thursday, April08, 2004 10:59 AM 
	To: Rickman, William P Cc: West., Robert L; Ames, Timothy W; Buehler, Gary J; Barlow, James T; Eng, Simon Subject: Corlopam (fenoldopam mesylate) approved for new ped use 
	1 
	1 

	Approved 4/1/2004 for the use of Corlopam (fenoldopam mesylate) 10mg/ml Injection.for the in-hospital, short-term .{up to 4 hours) reduction in blood pressure in · .pediatric patients. .
	The exclusivity checklist recommends 3 years WH exclus. We are starting the BPCA consult process now .« File: corlopam » « File: exclusivity checklist » .
	APPEARS TRIS WAY ON ORIGINA[ .
	APPEARS TRIS WAY ON ORIGINA[ .
	2 

	Message Page 1 of2 
	Pamphile, Wanda 
	From: Grace, John F 
	Sent: Thursday, April 08, 2004 5:24 PM 
	To: 'Benyo, Laurel BVL-US-B'; Grace, John F; Barlow, James T 
	Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B 
	Subject: RE: Fenoldopam 76-582 
	correct we wilt advise on the language throughout labeling -----Original Message----­From: Benyo, Laurel BVL-US-B [] Sent: Thursday, April 08, 2004 5:17 PM To: 'Grace, John F'; Benyo, Laurel BVL-US-B; Barlow, James T Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B Subject: RE: Fenoldopam 76-582 
	mailto:LBenyo@cle.boehringer-ingelheim.com

	So I need to wait for the Center to advise me what the new language should be, is that correct? 
	Sorry to appear so confused 
	Laurel Benyo Regulatory Affairs Labeling Associate Ben Venue Laboratories, Inc. 300 Northfield Rd. Bedford, OH ·44146 Direct Phone 440-201 -3293 Fax Number 440-232-2772 
	·Email "" 
	lbenyo@cle.boehringer-ingelheim.com

	----Original Message----­From: Grace, John F [Sent: Thursday, April 08, 2004 4:58 PM .To: 'Benyo, Laurel BVL-US-B'; Grace, John F; Barlow, James T .Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B .Subject: RE: Fenoldopam 76-582 .
	mailto:GRACEJ@cder.fda.gov] .

	Don't revise your labeling yet. That new language is protected for 3 years 
	-----Original Message----­From: Benyo, Laurel BVL-US-B [] .Sent: Thursday, April OB, 2004 4:56 PM .To: 'Grace, John F'; Benyo, Laurel BVL-US-B; Barlow, James T .Cc: Rapp, Molly BVL-US-B; Pamphile, Wanda; Usrey, Beth BVL-US-B .Subject: Fenoldopam 76-582 .
	mailto:LBenyo@cle.boehringer-ingelheim.com

	Mr Grace and Mr. Barlow: 
	Sorry, I overlooked the Precautions section in my enthusiasm. You are absolutely correct, I will make the changes to the Pediatric Use subsection and submit new final printed labeling samples. Naturally, we will also use these new inserts in our launch batch. As mentioned earlier in a telephone conversation with Mr. Barlow, we packaged these "at risk" and the agency was understanding enough to allow us to launch one lot before correcting the labels and cartons. We will, of course, remove the incorrect inser
	4/12/2004 .
	Me:;sage Page 2 of2 
	Thank you for helping me out Final printed labeling samples will be sent for review early next week. 
	Laurel Benyo 
	Regulatory Affairs Labeling Associate 
	Ben Venue Laboratories, Inc. 
	300 Northfield Rd. 
	Bedford, OH 44146 
	Direct Phone 440-201-3293 
	Fax Number 440-232-2772 
	Email "" 
	fbenyo@cle.boehringer-ingelheim.com

	6f(41 
	4/12/2004 .
	Memorandum to the File 
	Memorandum to the File 

	ANDA: .76-582 
	DRUG: .FenOldopam Mesylate Injection USP, 10 mg/mL, 1 mL and 2 mL vials 
	SUBJECT: .Clarification of error on Microbiology Deficiencies Fax Cover sheet sent to firm on October 10, 2003 . 
	FIRM: .Bedford Laboratories, Inc . .
	DATE: .October 29, 2003 .
	Please note that the fax cover sheet sent to the firm with .Microbiology deficiencies contained errors. The fax sheet stated .that the file on the application was closed with the issuing of .these Microbiology deficiencies. This is incorrect . Only the .issuance of Chemistry deficiencies can close the file on an .application. . .
	Therefore this memo should correct the file and clarify that the .cover sheet was sent to the firm in error, and the file on this .application should not be closed with the issuance of these .deficiencies. .
	In -the future a corrected cover sheet will be used to issue .Microbiology deficiencies. .
	My apologies to the Document Room staff for this oversight. .
	Bonnie McNeal · .Project Manager, Microbiology Team, OGD .
	cc: .ANDA 76-582 / Division file HFD-617/TArnes 
	File: V:\FIRMSAM\Bedford\MEMOS\76582Micro . doc 
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	, : .: . : . :... ::-:: 
	. . . ·. ~: ·, ·;· ..·. 36. CHEMISTRY COM1\1ENTS TO BE PROVIDED TO THE APPLICANT . >':· 
	,• . 
	. ,· .·.. . .
	ANDA: .76-582 . APPLICANT: · · Bedford Laboratories
	: .. . 
	DRUG PRODUCT: Fenoldopam Mesylate Injection USP 10 mg/mL, 1 mL and 2mLvials 
	The deficienCies presented below represent MINOR deficiencies. 
	The deficienCies presented below represent MINOR deficiencies. 
	A. Deficiencies: 

	1. .Drug Master File No. <b> <>has been found deficient We have notified the DMF · holder, <b><> of the deficiencies. Please do not respond to this deficiency letter until the DMF bolder submits a complete response to the Agency. 
	4
	4

	(b)(4 ) 
	(b)(4 ) 
	2. 

	3. 4. 5. 6. 7. 
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	Figure
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	Figure
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	Figure
	..<· ·. 
	. ::·. 
	:-.' ... . . .~ " ···•i.·. . Please provide all available long-term drug product stability data (samples stored at · 
	··

	. . .. . · 
	· ... ·.· ·.. conditions of rooin temperature and 2-8°C). 
	· ... ·.· ·.. conditions of rooin temperature and 2-8°C). 

	2. .
	2. .
	2. .
	Your labeling information is found deficient Labeling deficiencies also need to be addressed in your reply. 

	3. .
	3. .
	Your bioequivalence information and sterility assurance are pending review. Deficiencies, ifany, will be communicated separately. 

	4. .
	4. .
	All facilities referenced in the ANDA should have a satisfactory compliance 


	·evaluation at the time of approval. We have requested an evaluation from the Office of Compliance. 
	(b) (4)
	Figure

	5. 
	5. 

	Figure
	Sincerely yours, 
	Sincerely yours, 
	~14"'~-
	-


	Rashmi.k.ant M. Patel, PhD. Director Division of Chemistry I Office of Generic Drugs / Center for Drug Evaluation and Research 
	ANDA CHECKLIST FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION 
	ANDA# 76-582 FIRM NAME BEDFORD LABORATORIES RELATED APPLICATION(S) NA FIRST GENERIC? YES l)RUGNAME: FENOLDOPAM MESYLATE 
	DOSAGE.FORM: INJECTION USP, 10 MG/ML 1 ML AND 2 ML VIALS Electronic Submission: NA E-mail notification sent: NA Comments: NA Random Assignment Queue: Random 1 Chem Team Leader: Mueller, Al PM: Keister, Craig Labeling Reviewer: Barlow. Jim Micro Review: YES PD study (Med Ofer): NA 
	Letter Date DECEMBER 18, 2002 
	Letter Date DECEMBER 18, 2002 
	Letter Date DECEMBER 18, 2002 
	Received Date DECEMBER 19, 2002 

	Comments EC 1 YES OnCards YES HYPERTENSIVE AGENTS 
	Comments EC 1 YES OnCards YES HYPERTENSIVE AGENTS 
	Therapeutic Code 1020100 ANTI.­

	Methods Validation Pacbge (3 copies) (Required for Non-USP drugs) NO 
	Methods Validation Pacbge (3 copies) (Required for Non-USP drugs) NO 
	u'-Jf11>~"' 

	Archival, and Review copies Field Copy Certification (Orig1nal Signature) YES 
	Archival, and Review copies Field Copy Certification (Orig1nal Signature) YES 
	I 

	Cover Letter YES · · 
	Cover Letter YES · · 

	Table of Contents YES 
	Table of Contents YES 


	ACCEPTABLE .
	Sec. I 
	Sec. I 
	Sec. I 
	Signed and CompletedApplication Form (356h) (Statement regarding Rx/OTC Status) RX YES 
	181 

	Sec. II 
	Sec. II 
	Basis for Submission NDA: 19-922 RLD: CORLOPAM Firm: ABBOTT ANDA suitability petition.required? Ifyes, consult needed for pediatric study requirement. 
	181 

	Sec.ill 
	Sec.ill 
	Patent Certification 1. Paragraph: I 2. Expiration ofPatent: A. Pediatric Exclusivity Submitted? B. Pediatric Exclusivity Tracking System checked? Exclusivity Statement YES NCE SEPTEMBER 23, 2002 
	181 
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	Figure
	Sec. IV 
	Comparison between Generic Drug and RLD-505(j)(2)(A) 
	Comparison between Generic Drug and RLD-505(j)(2)(A) 
	1. 
	1. 
	1. 
	Conditions of use ~/ 

	2. 
	2. 
	Active ingredients V ~ 

	3. 
	3. 
	Route ofadministration 


	4. Dosage Form ..,,; 
	5. Strength """ 

	Sec. V 
	Labeling 
	Labeling 
	I. 4 copies ofdraft (each strength and container) or 12 copies ofFPL ""\'..---] 

	2. 
	2. 
	2. 
	1 RLD label and 1 RLD container label _-<l/ 

	3. 
	3. 
	1 side by side labeling comparison with all differences annot.ated and explained . ~ 


	Sec. VI 
	Bioavailability/Bioequivalence .L Finmcial Certifteafion (Form FDA3454) and Disclosure Statement (Fonn 3455) NO .
	Bioavailability/Bioequivalence .L Finmcial Certifteafion (Form FDA3454) and Disclosure Statement (Fonn 3455) NO .

	2. 
	2. 
	2. 
	2. 
	Requellt for Waiver of In-Vivo Study(ies): YES 


	3. 
	3. 
	Formulation data s1U11e? (Comparison of all Strengths) (Ophtbabnics, Oti~. Topicals Perenterals) 

	4. 
	4. 
	Lot Numbers ofProducts used in BE Siudy(ies): "fC'7+ ~ 

	5. 
	5. 
	Study Type: (Continue with the appropria1e study type box below) i • .:,. 5~.~ 


	Figure
	JN-VIVO PK STUDY(IES) (i.e., fasting/fed/sprinkle) 
	JN-VIVO PK STUDY(IES) (i.e., fasting/fed/sprinkle) 
	a. 
	a. 
	a. 
	Study(ies) meets BE criteria (90"/o CI or 80-125, Cmax, AUC) 

	b. 
	b. 
	Data Files (Computer Media} Submitted 

	c. 
	c. 
	In-Vitro Dissolution 


	IN-VIVO BESTUDY with CLINICALENDPOINTS 

	a. 
	a. 
	a. 
	a. 
	Properly defined BE endpoints (eval. by Clinical Team) 

	b. 
	b. 
	Summary results meet BE criteria (90"/t CI within +/-20% or 80-120) 


	c. 
	c. 
	Summary results indicate superiority ofactive treatments (test & reference) over vehicle/placebo (p<j).05) (cval. by Clinical Team) 

	d. 
	d. 
	d. 
	Data Files {ComputerMedia) Submitted 



	TRANSDERMAL DEUVERY SYSTEMS 
	TRANSDERMAL DEUVERY SYSTEMS 
	a. 
	a. 
	a. 
	a. 
	In~Vivo PK Study 

	I. Study(ies) meet BE Criteria (900/0 CI or 80-125, Cmax, AUC) 
	2. 
	2. 
	2. 
	In-Vrtro Dissolution 

	3. 
	3. 
	Data Files (ComputerMedia) Submitted 



	b. 
	b. 
	Adhesion Study 

	c. 
	c. 
	Skin Initation/Sensitization Study 


	z .

	Figure
	Figure
	NASAILYADMJNISTEREDBRUGPRODUCTS 
	NASAILYADMJNISTEREDBRUGPRODUCTS 

	a. 
	a. 
	a. 
	a. 
	a. 
	Solutions (Ql/Q2 sameness): 


	l. In-Vitro Studies (Dose/Spray ContentUniformity, Droplet/DrugParticle Size Distrib., Spray Pattern, Plume Geometry, Priming & Repriming. Tail OffProfile) 

	b. 
	b. 
	b. 
	Suspensions (Ql/Q2 sameness): 



	I . In-Vivo PK Study 
	I . In-Vivo PK Study 
	a. 
	a. 
	a. 
	Study(ies) meets BE Criteria (90% CI or 80-125, Cmax,AUC) 

	b. 
	b. 
	Data Files (ComputerMedia) Submitted 


	2. In-Vivo BE Study with Clinical EndPoints 
	a. 
	a. 
	a. 
	Properly defined BE endpoints ( eval. by Clinical Team) 

	b. 
	b. 
	Summary results meet BE criteria (90"!9 CI within +/-20%> or 80..120) 

	c. 
	c. 
	Summary results indicate superiority ofactive treatments (test & reference) over vehicle/pJacebo (p<0.05){eval. by Clinical Team) 

	d. 
	d. 
	Data Files (ComputerMedia) Submitted 



	3. In-Vitro Studies (Dose/Spray Content Unifonrrity, Droplet/Drug PttTticJe Sire Distrib., SprayPattern, Plume Gromctry, Priming & Repriming, Tail OffProfile) 
	TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR.STUDllS) 
	TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR.STUDllS) 
	a. 
	a. 
	a. 
	Pilot Study (determination ofED50) 

	b. 
	b. 
	Pivotal Study (study meets BE critlma 90%CI or 80-125) 


	1 
	1 
	~


	Sec. 
	Components and Composition Statements t.~£.."j 
	Components and Composition Statements t.~£.."j 
	Figure


	Figure
	VII 
	1. Unit composition and bat.ch formulation~~---~,----____. 
	2. Inactive ingredients as appropriate ~
	2. Inactive ingredients as appropriate ~
	-


	Sec. 
	Raw Materials Controls .VIII .
	I. Active Ingredients 
	I. Active Ingredients 
	a. 
	a. 
	a. 
	Addresses ofbulk manufacturers 

	b. 
	b. 
	Type II DMF authorization letters or synthesis 

	c. 
	c. 
	COA(s) specifications and test results from drug substance mfgr(s) 

	d. 
	d. 
	Applicant certificate ofanalysis 

	e. 
	e. 
	Testing specifications and data from drug product manufacturer(s) 

	f. 
	f. 
	Spectra and chromatograms for reference standards and test samples 

	g. 
	g. 
	CFN numben; 


	2. Inactive Ingredients 
	a. 
	a. 
	a. 
	Source ofinactive ingredients identified 

	b. 
	b. 
	Testing specifications (including identification and characterization) 


	c.
	c.
	c.
	·Suppliers' COA (specifications and test results) 

	d. 
	d. 
	Applicant certificate of analysis 



	Sec.IX 
	Description of Manufacturing Facility 
	Description of Manufacturing Facility 
	1. 
	1. 
	1. 
	Full Address(es)of the Facility(ies) 

	2. 
	2. 
	CGMP Certification YES 


	3. CFN m.unbers 

	Figure
	Sec.X 
	Outside Yrrms Including Contract Testine: Laboratories 
	Outside Yrrms Including Contract Testine: Laboratories 
	(bJ <<lI
	1. Full Address 

	·~ 
	2. 
	2. 
	2. 
	2. 
	Functions 

	3. 
	3. 
	CGMP Certification/GLP 

	4. 
	4. 
	CFNnmnbers 



	Sec.XI 
	Sec. 
	XII 
	Manafactu.ring and Processing Instructions 
	Manafactu.ring and Processing Instructions 

	D
	1. 
	1. 
	1. 
	Description ofthe Manufacturing Process (including MicrobiologicaIValidation, ifAppropriate) 

	2. 
	2. 
	Master Production Batch Record(s) for largest intended production runs (n.omore than lOx pilot batch) with equipment specified ~~· (bJ <f 
	4



	3.Ifsterile producq .4.Fili.er validation (ifBBeptic ~) .
	3.Ifsterile producq .4.Fili.er validation (ifBBeptic ~) .
	5. Reprocessing Statement 
	J 
	Io-Process Controls 

	~~ 
	~~ 
	~ 

	1. 
	1. 
	1. 
	Copy ofExecuted Batch Record (Antibiotics/3 Batches if bulk product produced by fermentation) with Equipment including Packaging Records <Packa!rine and Labeliru? Proced~s) Batch. Reconciliation and Label Reconciliation <bJ <
	Specifie.cl, 
	4 


	2. 
	2. 
	2. 
	In-process Controls -Specifications and data 



	Sec. 
	Container 
	Container 

	xm 
	1. Summary ofContainer/Closure System (ifnew resin, provide data) 
	1. Summary ofContainer/Closure System (ifnew resin, provide data) 
	,

	~
	2. Cpmponents Specification and Test Data (TYQe ID DM:F Ref~s) 
	2. Cpmponents Specification and Test Data (TYQe ID DM:F Ref~s) 
	(b)(4l
	3. Packaging Configuration and Sizes 4, Container/Closure Testing 
	5. Source ofsupply and suppliers address 

	S«. .XIV .
	Sec. 
	xv 
	Sec. .XVI .
	Sec. 
	xvn 
	Controls for the Finished Dosage Form 
	Controls for the Finished Dosage Form 

	1. 
	1. 
	1. 
	Testing Specifications and Data .~· 

	2. 
	2. 
	2. 
	Certificate ofAnalysis for Finished Dosage Fonn 



	Stability of Fmished Dosage Form 
	Stability of Fmished Dosage Form 

	rt:::J..~ 
	rt:::J..~ 

	1. Protocol submitted 
	1. Protocol submitted 

	I~ 
	2. 
	2. 
	2. 
	2. 
	Post Approval Commitments 

	3. 
	3. 
	Expiration Dating Period 

	4. 
	4. 
	StabilifyData Submitted 


	a. 
	a. 
	a. 
	3 month accelerated stability data ~ 

	b. 
	b. 
	Batch numbers on stability records the same as the test batch 


	-
	Samples -~tatementofAvailability and Identification of: 
	l. Drug Substance 

	~~ 
	2. 
	2. 
	2. 
	2. 
	Finished Dosage Form 

	3. 
	3. 
	Same lot numbers 



	Environmental Impact Analysis Statement ~ 
	I 
	I 

	Figure
	4 
	4 

	Sec. 
	Sec. 
	Sec. 
	GDEA (Generic Drug Enforcement Act)/Other: 

	XVIII 
	XVIII 
	l. Letter ofAuthorization (U.S. Agent [ifneeded, countersignature on 356h]) 

	TR
	2. Debarment Certification (original signature) YES 

	TR
	3. List of Convictions statement (original signature) 


	Supervisory Concurrence/Date: 
	Reco:mmendation: REFUSEto RECEIVE Date: 
	D 

	Figure
	Figure
	DupliCate copy sent to bio: (Hold ifRF and~when acceptable) Duplicate copy to HFD-for consult: Type: 
	ADDmONAL COMMENTS REGARDlNG TIIE ANDA: 
	Figure
	OGD Form Revised 11/J0/2001 MSWord Template revised: sn12002 
	~ffii,,d-~f/~ I~ Q/Qz 1~1 
	~ffii,,d-~f/~ I~ Q/Qz 1~1 
	Figure
	1

	Figure
	'elJ> /a/;tb4 .

	j)(~J 
	5 .
	5 .

	Figure
	BIOEQUIVALENCE CHECKLIST FOR APPLICATION COMPLETENESS First Generic ANDA 
	BIOEQUIVALENCE CHECKLIST FOR APPLICATION COMPLETENESS First Generic ANDA 

	Figure
	Summary ofFindings by Division ofBioequivalence 
	Summary ofFindings by Division ofBioequivalence 
	Study meets stetutOry requirements /V/ A­Study does NOT meet statu-tory requirements .Reuon: .
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	Bartle, Margo L 
	From: 
	From: 
	From: 
	Bartle, Margo L 

	Sent: 
	Sent: 
	Thursday, January 09, 2003 11:02 AM 

	To: 
	To: 
	Ames, Timothy W; Fang, Florence S; Holcombe Jr, Frank O; Patel, Rashmikant M; Sayeed, 

	TR
	Vilayat A; Schwartz, Paul 

	Cc: 
	Cc: 
	Mueller, Albert J; Howard, Eda 


	Subject: first generic 76-582 
	FIRST GENERIC 76-582 FENOLDOPAM MESYLATE INJECTION USP, 10 MG/ML BEDFORD RECEIVED 
	12-19-2002 
	TEAM LEADER IS AL MUELLER 
	THANKS, 
	MARGO 
	Davis, Gregory S 
	From: Parise, Cecelia M 
	Sent: Wednesday, December 18, 2002 11 : 15 AM 
	To: Buehler, Gary J; West, Robert L; Rickman, William P; Ames, Timothy W; Davis, Gregory S; Hassall; Rita R; Hare, Donald B Subject: FW: 
	--~~~~~~~~~~~~~~~~~~~~~~
	--~~~~~~~~~~~~~~~~~~~~~~
	-


	Importance: High 
	FYI, 
	(b)(4) 
	(b)(4) 

	Cec 
	--Original Message--­From: carmouze, Grace N Sent: Wednesday, December 18, 2002 10:37 AM To: Jenkins, John K; Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Oampa, Alleen; Crescenzl, Terrie L; 
	Cummins, Susan; Dettefbac:ti, Klm; Dickinson, Bizabeth; Hirschfeld, Steven I; Hixon, Dena R; Holovac, Mary Ann; Hukle, Linda C; 
	Iyasu, Solomon; Mathis, Lisa; Murphy, Dianne; Murphy, Shirley; Olnes, Susannah; Roberts, Rosemary; Rodriguez, Wiiiiam; Roman, 
	Dragos; Sachs, Harl; Sheridan, Phlllp; Vaid, Sonar; Phucas, Kristin 
	Dragos; Sachs, Harl; Sheridan, Phlllp; Vaid, Sonar; Phucas, Kristin 

	Cc: Angel Ja~Hukle, Unda C; West:. Robert L; Parise, Cecelia Mj Temple, Robert; Throckmorton, Douglas C; Robb, Melissa 
	Subject: RE: (b)(4J 
	Importance: High 
	Dear Board Members, 
	(bf{4) 
	Grace CannoU2e Regulatory Health Project .Manager Divis.ion ofPediatl:ic Drug Development Office of Counter-Terrorism and Pediatric Drug Development Center for·Drug Evaluation and Research Tdephone: 301/8'27-7737 
	Fa-~:301/827-7727 
	----Original Message--­From: Jenkins, John K Sent Wednesday,. Deq!mber 11, 2002 4:59 PM To: carmouze, Grace N; Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Ciampa, Aileen; Crescenzi, Terrie 
	L; Cummins, Susan; Dettelbadl, Kim; Dickinson, Elizabeth; Hirschfeld, Steven I; Hixon, Dena R; Hofovac, Mary Ann; Hulde, Linda C; Iyasu, Solomon; Mathis, Lisa; Murphy, Dianne; Murphy, Shirley; Olnes, Susannah; Roberts, Rosemary; Rodriguez, William; Roman, Dragos; Sac:tis, Hari; Sheridan, Philip; Vaid, Sonat 
	Cc: Angel James; Hukle, Linda C-West., Robert L; Parise, Cecelia M; Varki, Paul; Temple, Robert; Throckmorton, Douglas C .Subject: ~ ~~ .
	Grace and others 
	(b)(4 
	(b)(4 
	1 

	John 
	--Original Message---­From: Carmouze, Grace N Sent: Friday, December 06, 2002 6:34 PM To: Addy, Rosemary; Angel, James; Birenbaum, Debra L; Buckman, ShaAvhree; Oampa, Aileen; Crescenzi, Terrie L; Cummins, Susan; 
	Dettelbach, Kim; Dickinson, Bfzabeth; Hirschfeld, Steven I; Hixon, Dena R; Holovac, Mary AAn; Hukle, Linda C; Iyasu, Solomon; Jenkins, John K; Mathis, Usa; _Murphy, Dianne; Murphy, Shirley; Olnes, Susannah; Roberts, Rosemary; Rodriguez, William; Roman, Dragos; Sachs, Harl; Sheridan, Phlllp; Vaid, Sona! 
	Cc;: Carmouze, Grace N; Al1Qel, Jamesi..!jukle, Linda C;_ West, Robert L; Parise, cecena M; Varkl, Paul .Subject: (bl (4 · .Importancle: Hlg .
	Board Members, 
	Attached is a memo from Dr. A vi Karkowsky summarizing the information submitted by the sponsor. 
	(b)(4) 
	(b)(4) 

	Figure
	Figure
	Because there are no pending ANDAs for fenoldopam, we may need to go beyond our 90-day 
	determination due date (12/19/02) to get this issue resolved. 
	I am waiting to bear back from the Division whether DSI will be notified of this situation. 
	Happy Friday! 
	(b)(4 >>
	(b)(4 >>

	<< 
	Grace Carmouze 
	Regulatory Health Project Manager 
	Division ofPediatric Dtug Development 
	Office ofCounter-te...rrorism and Pediatric Drug Development 
	Center for Drug Evaluation and Research 
	Telephone: 301/827-7737 
	Fax: 301/827-7727 
	2 
	2 

	ANDA 76-582 
	Bedford Laboratories 
	Attention: Molly Rapp 
	300 Northfield .Road 
	Bedford, OH 44146 
	3 
	I1I11I1I11I111II11I1I1!111111 Ill 
	Dear Madam: 
	We acknowledge the receipt of your abbreviated new drug application submitted pursuant to Section SOS(j) of the Federal Food, Drug and Cosmetic Act. 
	NAME OF DRUG: .Fenoldopam Mesylate Injection USP, 10 mg/mL, 1 mL and 2 mL vials 
	DATE OF APPLICATION: December 18, 2002 
	DATE (RECEIVED) ACCEPTABLE FOR FILING: December 19, 2002 
	We will correspond with you further after we have had the opportunity to review the application. 
	Please i dentify any communications concerning this application with the ANDA number shown above . 
	Should you have questions concerning this application, contact: 
	Craig Kiester Project Manager 
	Craig Kiester Project Manager 
	(301) 827-5848 
	erelyJ~Jt 

	Rickman Director Division of Labeling and Program Support Office of Generic Drugs Center for Drug Evaluation and Research 
	ANDA .76-582 
	CC: .DUP/Jacket Division File Field Copy HFD-610/R.West HFD-610/P.Rickman HFD-92 HFD-615/M.Bennett HFD-600/ 
	Zz:;woi-?oo3 
	dJ1 
	.

	Endorsement: .HFD-615/GDavis, Chief, RSB~ dat~ HFD-615/HGreenber1 CSO ,J~I I Z.21 date Word File V:/Firmsam/Bedford/Ltrs&rev 76582.ack F/T EEH 01/22/03 ANDA Acknowledgment Letter! 












